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venting and/or treating diseases such as pain. 



(57) Abstract: Carboxylic acid derivatives represented by the follow- 
ing general formula (I) and nontoxic salts thereof: (I) wherein R 1 repre- 
sents COOH, COOR* (wherein R 4 represents alkyl, etc.), etc.; A repre- 
sents alkylene, etc.; R 2 represents alkyl, etc.; m is 0, etc.: B represents 
a ben/ene ring, etc.; Q represents an alkylene-Cyc 2 (wherein Cyc 2 
represents a heterocycle, etc.), an aikylene-o-benzene ring, etc.; D rep- 
resents O-alkylene, NHCO-alkylene, etc.; and R 3 represents a benzene 
ring, a naphthalene ring, etc. Because of binding to PEG2 receptors, 
in particular, subtype EP3 and/or subtype EP4 and having antagonism, 
the compounds represented by the general formula (I) are useful in pre- 
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Hfc&oTx - (CH 2 ) y - y{*l~4^*t>1"o ) *J&fcbT* 

(3) jJSMK-? % MKR?*«t«ltfi : ?*»6a«*i*fi-?7'- 
15 10H*6&*3«8«-c»D, Z®M*izr.mffi'&£tzi±=mm-&*^A,X 

&vr*J:<^ *fe^mttl~2 0M©R 4O Tg^tiTV^% < fc< > £££ 
R 3 #ii^bT^£liDM^£gmbT^£R 40 f± N R 3 0g&«"£&§R 42 
t-^CSot, - (CH 2 ) ,-*JBj*bT*J:Vv, 
R 40 fcfc. (a)Cl~8m;K (b)C2~8^;i/>5r-;K (c)C2~87^ 
20 -K (d)**V N (e)Any>fi? N <f)CF 3 . (g)*®^ (h)Cl-6T 
;i/ndr^X (i)C2~6 7M^M+"X (j)C2-6 7M-;Vt*X (k) 
0CF 3 . (1)-S (0) p - (Cl~6) T;i/*;K (m)-S (0) p - (C 

2-6) :p;wt-;k (n)-S (0) p - (C2~6) t;1/^;k (o)C2- 
5Ti/)K (p)Cyc9 N (q)Cl-47;i/3^^ (Cl-4) T)te%-^ 
25 (r)/\D^>M^s CF 3 , 0CF 3 , */TJ, C1~47W^X 

-S (0) p - (Cl~6)m;K Cyc9, *J:VC 1-4771/3*2/ 
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(Cl~4) ^3^S/3Ep&a«tlSa61*tett2ffl7?«ft$*VCV»*C 1 
~ 8 TVWk C 2 ~ 8 7;i/*^;i/g- fcttC 2-8 7)l*-/U*&bt1fi* 

2ffl©R 40 l±^tl?,*s^bT^S^^©Ji^t-^l3^oT, C 3~ 1 5 

5 rM&z^±=m<D&mi%$.tci±o, s, so 2N ^^t5N^e,s«ti 
©a0*j§*«t>u &tcmfcmmt5&vmmizci~47)v*)K ci~ 

47VK3#*X C2~5 7^;w S0 2 (C1~47;W, 7x-;K * 
«fctf:7xr:;i/ (Cl~4) 7^*^6««n*3ll'^3fl7fffiJt*n-CVN 
10 T%«fcV\ 

jra&m* * fc & 3 ~ 6 mommmmzmt) u 

R 41 liCl-47;^;K Cl~4 7;^^rK C1~47M;W S CI 

~4:r;io3r:^ (ci~4) 7;i/+;k ^d$*>jih\ cf 3 , ocf 3 , s 

15 CF 3 , *K $/7A *;i/^;k C2~57^;K -S0 2 -(C1~4) 
tvwk -nr 23 co-(ci~4) t*;u^;k ^>^/-f^*fctt**V* 

R 3 i±, (1) Cl~6m;K £fcJi 

(2) l-5flB©R 4 *7!«ij|*n-C^S^»SV^iHHSl<Z)C3-'l 5©#Bk 
20 r38ftSv>tt=SS©^3iS3k Sfett3-15M©M z^g»SvM±=3S© 

R 42 fck (a) C 1 ~ 6 7)l*)W (b) C 1 ~ 6 TVlo (c) C 1 ~ 6 7fr* 
(d)/ND>y>M-?, (e)i/7A (f)CF 3 > (g)CHF^ (h)OCF 3 , 
(i)0CHF 2 > (j)SCF 3> (k)-NR 43 R 44 , (l)-S0 2 R 45 , (m)-NR 46 
25 COR 47 , (n)*R& (o)^V, (p)Cl-4 7^^> (Cl~4) 7)1 
(q)Cycl(k (r)Cl~67;i/+l/>-Cycl0, (s)-CO-C 
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ycl(K (t)-W-CyclO, (u)- (Cl~67;^I/» -W-Cy 
cl(k (v)-W- (C l~6z;i/*l/» -CyclO, £fctt(w)- (C 
1~67MU» -W- (Cl~6T;i/=3pl/» -CyclOSmt>U 

5 U 

R 45 i± C 1 ~ 4 77l/*;i/£^fr Un 

R 46 &*fiiJ^£ fctt c l ~ 4 r;mr;i/**t> u 

Cy c 1 OI±JglTO(a)'-(j)fcw-r«»**&3l«tl* l~5ffl©«-eg& 

81, * fcfcfc 3 ~ 1 2 H©j£3i% b < f£31©tt*3K&&t> b : 
(a)Cl~4?;i/^K (b)C 2~5T->;K (c)C1~47;^^X (d)7\ 
D^>S^ (e)*®^ (f)-hn. (gJS/T'A (h)T^>. (i)CF 3 , (j) 
OCF 3 . 

15 Wfcfc-O-, -S (0) p -£fc&-NR 48 -£gli>U 

R 48 f±7ic^js?tfci±c i~4 7*;i/^;i'&^t)-ro ) -em$tiZJvi'tf>®M 

(2) ztibomMzm, 

(3) ^ti^s^^^bT^-rs^jcii-rso 

20 

i$8BI&S&HI§ 

*»Wft:*v>TN C l~4T;i/^^bT{±^f-;K 7nt;K 
fcfBUBfc*^ C l~6T;i/*;i/£bTfci:^;K 7ntJK 

14 
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7*7k ^>^;k ^^>;i\ ^^;k a-^^kfectTJciii&o^ttffa 
*is. 

io ^be^^t. C2~8 7';i/^-;i/i:b-ci±^5 u -;K rnbr^k ^ 

-^>-;k ^r^-;K ^^-^irj^ti*)© 

15 #389§fc*V^ C l~4T)]/Zi*i/tLX\Z* ^h*X 7D 

***x rN^5/*otvc*L6©iittflca6*«^^e > *iSo 

^>f;i/t*X ^^r^t+X 'sT'fVM-^X * 
15 
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rntf;i/^^ ^>>;i/^-^ ^f-/u^^ 

5 #$gBJ3t£l>>T N 7x^1/ (C 1~4) 7H*iLTtt7xr^^ 
#&f!Bfc£Vva tKDJp^ (Cl~4) T^^fcLTfcfcb h*P*S^ 

io nfeojittflasmf&n*. 

#3BBJ3££t^ Cl~4 7;^^> (Cl~4) T)l*)l£LZ\±, M 

15 *$8Hlfc:£^T> C l-4 7Wft (C 1~4) 7WiLTttx 

^wt7DKA 

20 #*6&§fc:fcl>Tx Cl~47^3^> (Cl-4) 7;V3^>tUXft 
xb^>p<h^ N xh^xhdjf^ xh*S/7*D7}^X 

25 x;k xh*^;i/#-^ 7*D^^r$/*;i/7}f-;K ^^^l/tfx;^ 
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©#H4#*J&W£*ia 0 

^ttSxfV>, hlM^l/X ^h^pi^l/X ^.>#^lx> N 'x 

*^t:*V^ C2~6T;i/*nlx>£LT&. 1 ~ 2 ^©Hffiig 
h'J^fl/X ^hv^^l/X ^>*.*3^> N -\ 

i/^p^>#X S/^n^lfx ^d^>t>, S^P^-feX 

*!6«ic*v^T, C3~7©ia?n#^^i:tT{±s i/tuyuny, 
i/2u-7$y, l/9Ws&^ S^P^I^X S^P^^X i^p 

*iB8Bfc*v>rx 3 - 6 so^it^itii i ~4ioif m© 

17 
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7H?^S?X ^-fe^x ?-x*x cnus^x KDUX -Y ^ 

5 j^pv—fry v^y-M wrV—M try^x try 

^x br^x t^y^x e^$?x ^;i/*»;x ^m'jx 

« 2 M^*-r * 3 ~ 7 n (Dmamumkmstc ^ >-» >si t & «re 

io ^£bTtt N Witt, WJ5>x 7-t?3^x Knys?>, -fS^i/US* 
X fcT^y^X ^y$>X fc^7$?X tKDKU^X ^— 
kKD7€tX b'n^TMftrx ^J/5>, tf^Hz^X rf7 

fcKD^X h7t b*Dt^X fc KD^-fetfX ^-f5X ^ 
-f^>-l, 1-^;*X f-x*X rh7t 

15 h'0ft7x^ fh7tFDft7x>-l, l-^Tj-X rh7tFD 

^i^x ^ h^t KD^7j-tf^>- i, l-^x >1— t Kn^-xif 
yS>X *-7Vys>X -fV^T^U^X Th7hh*Dt^X >t— 

tFntf^MHftrx -7 1 h^t Kd^t^x ^-tfcmtx ^ 
20 * y x ^^v* y x -f > h* y x v-r > k y x ^ t h* 

V^>^t7xx ^th*D^>^/-;K rh7tKn^7U>> 
7t 'JX ^D?>iW^5o 

6 1 ©«3§ £ fci: 1 ~ 2 fl®ME(^ 1 fioSBWiR 1 * .fctf 1 ioMtfi 

18 
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tM^X Wf>, ;fr*-k*X t^x^X brDi»*X tfDUX -f 

10 ^n^.>*x i^n^-frx ^^d^tX ^ 

#l8«lfc::feMT> 3~7a©*e*ae»£J±. l~4«o»JS^ HI 

15 *x t*x*x eny^x hrpyx >f$^;ijx -rs^vy^x 
t7^jx tr^yyx 77X ft7zx kd-;w 

;k bury— ;k rh7\/- ;k tfU^x t?y^x tr^^x 
y^x k^s?x ^mux mwjx tr^x T^tf^x 
20 r-eifx *jTwym&mft>nz>o 

#&FSC£W£> C7~15©^ Z^*v>tt3»©|j»3|2:fck> 

fc^ s^d^t^x -fy^X t7^l/X -f>^X 

T^hv/W h*D±7^1/X 7XVX 7;i/^j-lxX 7it->M/X 7"> 
25 h^-feX K7 3i-l/>^ds^{f^tlSo 

7-1 5M©^1 -3g*«^J±=^©«||eSfcJ±, 1 
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5 ^>^t7i>, ^yy^Ty-M OHK ^yy^-tf-y— ;k 
^yy^*V-;k ^yytr^y— ;k ^/MirM s?* 

^#'Jx rh7A^KD^ux ^ KD-r y^v * 
io ;w\*y-;k 7it>h'J^x ^>^> > 7xt^>, 7 

*IBWfi:*VAT, C 3 - 1 2 ©#3»*S V^z^S©jKj(e«i:l4 % C 3 ~ 1 

15 it, i/t/xi-runy, s^ny^x ^n^>*>, s^n^-Fx */ 
9xi^7fry^ isfu^y^y, $/^D^-fe> N v^d^-^x ^>-t? 
>n -ry^Vs ±7^i/y, ^>^x xh7MKnt7^i/> > rxi/ 

#$sififcj3vn\ 3~i 2*©#ai*s^ttr3i©a0nsiifcii x i~4<® 

20 ®3g*Jtf?, l~2fflcD^Jl^ £ ttJ t /^fc{ilM©^il^^-rs 

5P-f^y, 3-3Hr*> x 5=- 

y> H7^'j^*x y^y. f*7ix bfD— ;w a-^-b-y— ;k -rv^- 
25 W-*, ^7y-;K W^^y-;w tf^y-;K b 

y^y— ;k ^h^y-;K £'>yy N try^x t?^yy s i^y^x 
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m'JX ^fWJX t^X ^tf^X 7-tflfX 

W-tV-jk -f>h*-;k ^V'OF-iK ^> s /^+-b-y-;K ^x/ 
5 k u s?^ -f > h* y x w v-f > k y x i , 3 >^x 

So 

*i6Bifc*v^x C3~i5©#^ =m&z\,^±=m<D$mmti±, c 
io 3~i 5®^gg^, -as^n t tc osmmm? & d , ^ 

n7n;^x 3/*D7*x ^*n^x*X S^n^^X S^d^t* 

*X S^D^^X ^D^-feX S'^D'vTt^X ^Xi?X -f> 

t^x t7^vx -O^X rF7;WKDt7^i/>, TXUX y;i 
;tl/X 7it>hV> N ^>l^-fex £7:n-l/>#^i:f£>ai3o 
15 *»Sfcfcvvtx 3-1 5*©^BIs -3i*Sv^tt=S|oaHie»i:H: x 1 
~ 4«©SS*]K3\ 1 ~ 2ffl©^M^ ilF/^ fctt 1 fflOflBdS^*^ 

©SSBsrcfctK M%.\£, T^y^x ^s^x ^^x TMf^x 
s^-te^X ^^x tfny^x trnyx >f*^/i; 
20 j>x t^yy^x t^yyx ?^x ^7x>, tn-^ ^-y- 

^^n/_ ;k ^ij Tv r_ ;l/> ^jv^x/—;^ ifi;i?> N tf iu vx tr^i? 
x t^-y^x t^^x t;^'Jx mM'Jx tr^x 

tf^X T-etTX 5>7M?KX -'l— tPD^-B^X ^>777X ^> 
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5 jc:H» % 7i/WX 7*Jtt*4y* 7x;wx ^7>h 

10 CibTlt m«-C (R 40 ) u - s -G- -C (R 40 ) U -C (R 40 ) u -, 
-CH = CH- -C = C- N -G-C (R 40 ) u - % -C (R 40 ) U -G- S - 
NHCO-x -NR^CO-, -NHS0 2 -, -NR 4M S0 2 - -CONH 
-x -C0NR 40 " 1 -, -S0 2 NH- -S0 2 NR 4<w - u&O, 1 

£fcfcfc2£«fcU Gtt-O-s -S-, -SO-, -S0 2 - -NH- 

15 -NR 40 " 1 -, -C0-£3ifc>U R m liCl~8 7;^;K C 2 - 8 771/ 
-S (0) P -C1~6 7MJK -S (0) P -C2~6?M^ 
;K -S (0) p-C2~67VI/*-;K C2~5T^;K Cyc9, Sfcfcfc 
ADy>I?, CF 3 , OCF 3 > 7j<gyfi> C1~47;^^X -S (O) p 

- (Cl~6) TJl*)K Cyc 9*5^^0 l~4 7;i/ndp.> (Cl~4) 

*xa jh^ 3 - 6 h & & % jraie-Tf & d , * ©g£# t-s**^ »g 

<t <x SfcitilMitt 1- 1 2<0®R 4o T-g«|£ftTVVT:fc J; 
25 \,^&<DbLXl£, MZ.\£ 

- [C (R 40 ) J 3 - ~ EC (R 40 ) J 4 - - [C (R 40 ) J 6 - N - [C 

22 
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(R 40 ) J e- -CH=CH-C (R 40 ) u - -CH=CH- [C (R 40 ) J 2 

- -C (R 40 ) U -CH=CH-C (R 40 ) U - N -C (R 40 ) U -CH = CH 
- [C (R 40 ) J 2 -CH=CH-. -C = C-C (R 40 ) u -, -C = C 

- [C (R 40 ) u ] 2 -s -C (R 40 ) U -C = C-C (R 40 ) u - -C (R 40 ) u 
5 -C = C- - [C (R 40 ) J 2 -C = C- - [C (R 40 ) J 2 -G- N 

- [C (R 40 ) J 3-G-. - [C (R 40 ) J 4 -G- - [C (R 40 ) J 5 
-G-, -G- [C (R 40 ) J 2 -, — G— [C (R 40 ) J 3 - % -G- [C 

(R 40 ) J 4-. -G- [C (R 40 ) J 5 -, -E-C (R 40 ) u -. -E- [C 
(R 40 ) J 2~> -E- [C (R 40 ) J 3 -> -E- [C (R 40 ) J 4 -, -C 
10 (R 40 ) U -G-C (R 40 ) u -, -C (R 40 ) U -E-C (R 40 ) u - s -G-C 
(R 40 ) u-G-, -G- [C (R 40 ) J 2 -G-, -G- [C (R 40 ) J ,- 
G-. -G- [C (R 40 ) J 4-G-, -G-C (R 40 ) U -E-. -G- [C 
(R 40 ) J 2 -E-> -G- [C (R 40 ) J 3-E-, -G-C (R 40 ) U -E 
-C (R 40 ) -G- [C (R 40 ) J 2 -E-C (R 40 ) -G-C (R 40 ) u 
15 -CH = CH-, — G— [C (R 40 ) u ] 2 -CH-CH- 
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EI±-NHCO- -NR 4M CO- -NHS0 2 - -NR^'S 
0 2 -, -CONH- -CONR 40 " 1 - -S0 2 NH- -SOjjNR 40 " 1 

*r£*^A/WT * i < , 1 ~ 2 OfflOR^TBiftSivavC* 

10 - [C (R 40 ) J 7 -s - [C (R 40 ) J 8 -. - [C (R 40 ) J 9 - N - [C 
(R 40 ) u ] xo-. -CH = CH- [C (R 40 ) J e-. - [C (R 40 ) J , 
-CH = CH- -C = C- [C (R 40 ) J 5 - - [C (R 40 ) J 5 -C = C 

- - [C (R 40 ) J B -G- - [C (R 40 ) J 7 -G- - [C (R 40 ) J 8 
-G- - [C (R 40 ) J 9 -G- N — G— [C (R 40 ) J 6 - s -G- [C 

15 (R 40 ) «] 7-s -G- [C (R 40 ) J 8 -, -G- [C (R 40 ) J 9 - -E 

- CC (R 40 ) J 5 - -E- [C (R 40 ) J 6 -, -E- [C (R 40 ) J 7 - 
-E- [C (R 40 ) J 8 - N -C (R 40 ) U -G- [C (R 40 ) J 5 -, - [C 

(R 40 ) u ] 5-G-C (R 40 ) u -. -C (R 40 ) U -E- [C (R 40 ) J 4 -, 

- [C (R 40 ) J 4 -E-C (R 40 ) u -. -G- [C (R 4 °) J 5 -G-, 
20 -G- [C (R 40 ) J 6 -G-, -G- [C (R 40 ) J 7 -G-, -G- [C 

(R 40 ) u ] 8-G- -G- [C (R 40 ) J 4 -E- -G- [C (R 40 ) J 6 
-E- -G- [C (R 40 ) J 6 -E-, -G- [C (R 40 ) J 7 -E-. - 
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G- [C (R 40 ) J 3-E-C (R 40 ) -G— [C (R 40 ) u ] 4 -E-C 
(R 40 ) - 

x cr^ ^°r- 





(En z. h7>^#) % ^i%m<D&&%fc&zm&<*. (Rn 
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(i) -cw*jiaflj^«(f> ^bWb^fcLTfck 

5 [I] n#lg=fcki:2-Ci&^ 

Q#s (1) (i)~ (C l~4T;i/drbX C2~4^;i/^r-b>tfe{iC2 

~4 7;^I/» -Cyc2 N 

(u)- (C l~47 7 ;i/^U» -Z-Cyc3, 

(iii) -NR 24 R 2 \ -S (O) P R 2 \ S^7V S -NR^COR 27 , -NR 23 S 
10 O z R^ $fctt-NR M CONR*R B fc ( kottt*flt^&C 1-4 7^ 

(iv) C l~4T;i/ndr^ (Cl~4) 7fru*ci/^ -NR 23 C0R 2 \ -CO 
R 28 , -OSOgR 28 , -NR^SO^^^'-NR^CONR^R 25 ^^,,! 

15 (v) l~5M©R 30 Tg^tlt*5?5. ^(5^1i©R 3O ii^0 1 
(W©ttlfc«llt^« C 3 ~ 7 ©#3Sj^^ n £fcfcfc 3 ~ 6 H©#Jg 

(vi) 1 ~ 5 #I©R 30 T{ll$lc*tlTV , ><5 frifc 3 ^ttMffifc© C 8 ~ 1 5 ©#3g, 

* ^z=m<Dfemm, 7 ~ 1 5 g©m rjg* 3 w±=m® 
20 ft*^ 

(viii)-L-Cy c 6- K -L- (C 2~47)]/*l/» -Cyc6-2£ 
fcfcfc-L- (Cl~47Ml'» q-Cyc6-3t^^ 

(1) jkssm^ mmm^ mmm¥#&xmmm=?ij>e>m&tizm 

£^A,T l^T * «fc < s * fcig^Slfi 1 ~ 4 M© R 40 Tgg!£ *VC V v£ * i < > 
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(2) &mm*, mmm?, mmm?&£xmmm¥fre>m£tizMi¥3~ 

5 R^-fcfcfc^T- (CH 2 ) y- (26*K yiil~4^t. ) 

[n] n#lgfcfcl:2TI*»K 
(2) (i)7xy^x 

io (m)t ^p^-> (c i~4) 

(iv) C l-4 7^> (Cl-4) 7;WK SfcB: 

(v) - (C l~4T,Mrb» -O- (Cl-47;i/Jfl/>) -Cyc7t$i 

(2) gass^ ssttjg^ ^jg^^rwaHSfs^^aittiiajg 

/kWC*«k<, *fcJHS«(±l-l 2#©R 4 °Tg&£ftTOi:$J:<^ $ 
&fc**S«^ R 3 #^LT^£M?ce&b-O^R 40 li, R 3 ©g&* 
•?fe§R 42 t-iCft^t- (CH 2 ) y- y&l~4£gtfc>-ro ) 

20 [ffl] n#l£fc&2T*&?K 

(3) (i)C2~6^;i/>5r^;K 
(ii)C2~6T;i/^r-;K 

(m) l ~ 3 mo» \ □ ff >m?iz «t x WWiZ fix ^ % c l ~ 6 t;i/+;k 

25 (v)xhn N 

(viJ-NR^R 34 , 
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(vii) -CONR 33 R 34 N 

(viii) -S (0) p - (C2-4) 7;i/+^;K 

(ix) -S (O) P -CHF 2> 

(x) -S (0) P -NR 33 R 3 \ 
5 (xi)-O- (C3-6) 

(xii) -O-CHF^ f-fcfc* 

(xiii) C 3 ~ 7 i/9 O ^l/^f^ b > 

D#s (1) ^HH^ gfiiJf9\ ^M^feitmitJI^fr^mmSM 

io J: <,^fc^» i ~4M©R 40 -e®^^ti-cvM:%ctv^ 

[IV] n#0t:&D. 

(i) mmm^, mmmn^mMm^^mitti^m 

15 *^Wt*«t<s *fc^^{il~4l@©R 40 -egg|^ti-t^T%J:<, 

( 2 ) aaas^ mmm^. mmm?& kimmm^fr mis m 3 ~ 

R 3 #^LW6IC?£raLT^£R 40 fci\ R a ©g«-r$.s 
20 R 42 £Hs£t&o-C- (CH 2 ) y- yf± 1 ~4 fc^lfc-f o ) ^BWu 

[V] n^Os l$.tcl±2H&y), 

Qifi, (1) (i)- (Cl~4 7;^l/X C2~4T?\/tr-l'>&tzl&C2 
-47M-l/» -Cyc2 N 
25 (ii)- (Cl~4T;i/=^» -Z-Cyc 3, 

(iiiJ-NR^R 25 ^ -S (0) P R 2 \ */?; s -NR 23 COR 27 N -NR 23 S 
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(iv) C l~4^;i/3^>> (Cl~4) T)Vn*i/^ -NR 23 C0R 27 , -CO 
R 28 N -OSO z R 2 \ -NR^SOgR^iUt-NR^CONR^R 25 ^?,^ 

5 fc&ft£^ 

(v) l-5«OR"7!«ft$*T,t*b. fr^©5t> lffl©R 30 tt&-<nS© 1 

{5m^©#g£g& tx v^s c 3 ~ 7 ©$aift&& * fctt 3-6 m(Dwm 

(vi) l~5f@©R 30 T'g^tiT^S^SV^i»IMg|cDC 8-1 5®m%s 
10 VM±3B©S*«k £fcfcfc 7 - 1 5M©m z3Slifc3^tt=JS© 
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(i) gmm^s mmm^ mmm^&iLVtimm^frizm&tizm 

&^a,t*^t * j: <,%.tzm&mi± 1 ~4M©R 4 ^s&£ftTv^&<fcWb 
io £« N 

[1-2] ntfltfcfci: 2 

Q# (1) (i)- (Cl~4mi/>, C2~4T;i/-ir-b>^fciiC2~ 
47M-l/» -Cy c 2, 
(ii)- (Cl~47Ml/» -Z-Cyc3, 
15 (iii)-NR 24 R 2 \ -S (O) P R 2( \ -NR 23 COR 27 , -NR 23 S 
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X B J M JX[ do) 



KSC0CH3 



I |l)XS 
I HsC-CCHah-SOaNHR 7 (XXIV) J 2 ) KSCi 

OH (Ri/^VV 

/r2\ ^ l" .SOzNHR 7 VV O (XXVI) 

t B J poaii) 

(Q^-^D-R 3 I 



(R^m^^A-SO^R 8 NHR?r8 P 00 ^ 

JX5 (XIX) 
(Q),T^S-R 3 
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(xwk (xv), (xvii)~e7jk$ti%ih&m±, TsB©Sj*;xgs; 6 




u 
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Y 2 a (q) n&mxTzmwoik r&t>mmztitc (c 1-4) tji 
Y 3 (±(i)cooT i 7 i &*))'#*$'m<z)&mm 

5 (ii)NR 40 T 2 T 2 \±TK;m<DBmmm?L&, t v 

(iii) T 3 m*. T 3 tt7;vfti«i$ftg$^i (Wx.it sm^/i/t^* 

(iv) OT 4 (aw* t 4 (±tK®So^s (mtts * h3->^;u^ 

15 -flsa; (v-a) ■cw$jia<b-&4»t± N fifin!*s^ *fei±^»o^*t?» 
zomommt&taiDSt*, -$sij& (in-i) > (m-2). (iv-ik (1V-2K 

(IV-3) s (IV-4) % (IV-5) % (IV-6) > (VI) „ (Vn-l) , (VH-2) N (VH-3) N 

(vm) x (k) \ (x) > (xi-i) „ (xi-2) % (xn) > (xni-i) , (xra-2) , 
20 (xvi-i) % (XVI-2) , (XVI-3) „ (xvni-i) , (XVffl-2) . (XVffl-3) , 
(xx) x (xxn) ^ZtiZfc&mtt&m-c&Zfr, *fcttfi»05&ffifc:fle 
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10 t^o^^tJ^KlT-^S^T-feti^t^^^^o 0J;li£, T. w. 

Greene, Protective Groups in Organic Synthesis, Wiley, New York, 1991 CIB^^tl 

20 -jfisa (i) X7ji£t\>z> *%mb&®\±^ p g e 2 £ & to tf-e ©it 
^ j tx%> % e p a* x tctz e p t&mzm < m& u etfrr s „ 

(i) ^o^^y^r Yxy^r^-^^^y-mmsm^m^tc^m^m^m 

25 I* 

^^rEh (Sugimoto) £>®]£f& (J. BioL Chem. 262, 6463-6466 (1992) ) tJg 
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KT, 7UX*;j)?l>*7'*-V7t>j7(-m7ZE-p 1 s EP^ EP 3a , 
£«fctfEP 4 ) *Ztl?hmiLtcCKOfflM%mML, Mtbfeo 
MMLfcmWfr (5 0^1) ^ 3 H-PGE 2 £^trSJfo$i (15 0 jul) 

5 JtU mETO§l5iibT^bfc 3 H-PGE 2 *^X7^;i/^- (GF 

/b) ch7»7u <t^fcW»*«^>>7*-i/-^--eai^bfco 

K dfit £ B max flltts Scatchard plots £ [Ann. N. Y. Acad. Sci 51, 660 

(1949)] o ftmmm&et&mim. (zsuw ©^»PGE a ©#&T7?® 
lt#» fee *»wfl?64»fc «t a 3 h - p g e 2 i&Gmmftm®m%.\Zs 
io 3 h-pge 2 (2inM) ^xxmmmt^^mmm.xmaLxn^tzo 

^7 7- : U A (lOmM, pH6.0) , EDTA (ImM) , 
MgCl 2 (1 OmM) , NaCl (O.lM) 0 

15 Ki = IC 50 / (1+ ( [C] /Kd) ) 



1 





Ki(/iM) 




EP^flc 


EP 2 g^# 




EP 4 g^ft 


8(13) 


>10 


>10 


0. 27 


0. 038 



(a) 7D7^;^ \*\'±79-y-79J7mmm*m^fcEP 3 m!rm& 

(Sugimoto) (J. BioL Chem. 262, 6463-6466 (1992) ) C 

20 m DTx "7 £X E P 3 b-fe 7*# -if^ >T bfc C H OiH»§ig Lfco 

£;ti£9 6£x;i/x^ ^DTV-hfCl 0 4 cellsAveUTMU 2BRB%£b 
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$m£&\stzo &$*)VZPBS (1 0 0 Jul) T'ifc^bfc^ Fura-2AM£ 

6 0 am& t) -B-fco hepes muzTim&s 3 7 °c^um^m £ p g 

E 2 (lOnM) ^»*;^>^^te©^^»Lfeo T&fc 

*k 3 4 0/3 8 0 nmOt^ligU 5 10 nmO^^SJ^b^ 
5 *0$5fe§ftftife*2fc«>fco 

fflm&®<D7>#Z2-X MfrBfctPGEa ( 1 0 nM) JMSiTfOS 
jfS£W3»$s£ bTUfcB U I C so m*&Wzo 
(iii) 7D^y-f h*l/^^-^^^7"#8^Bllia*fflv^feEP 4 fe|jT;?Stt 

10 -I/ft* (Nishigaki) £>07j& (FEBSlett., 264, 339-341 (1995)) fcSplTC^ 

e p 4 \y^y^-vy^ -i 7***i*ftiBBb& c h offimzmmu 

2 4 ^x^V-f ^07*1/- h t 1 0 s cells/well "dtSU 2 0 He*g# bHIfcfc 
&bfco ^i;^MEM (minimum essentia] medium) (5 0 Ojul) 7?» 

bfe^ 7-W 5. 7 s -Y 7* A (assay medium) (MEM containing lmmol 
15 /L IBMX, 1%BSA) (4 5 0//l)^n^. N 3 7 'C"? 1 0 > 
^a^-S/3>bfe, ^©^, PGE 2 m £fc{±£ft£l£ife4bi!r%£&£ 
$«rtS» (50^1) SSfti U &J«&m U 37 °CT* 1 0 frffiBim Ltz 
'&s C A ( 1 0 % w/v) ( 5 0 0 a 1 ) fcSflP ITSJSSflJfc^tfe, 

1 ©TO (-8 o°o N gu^^ff^ofc^ 7,^\y-in-tm 

20 BS^tt^b 13,000 rpmT* 3 ^3t^g|bT#?>tLS±?f^ffl^Ts cA 
MP 7t^yh (assay kit) £T c AMP?Sft^«bfeo -fts±>%s Z. 
<D±m 1 2 5 // 1 £ [ l25 1 ] c AMP * sy h (assay kit) (Amersham 
*tg0 ©A*y 7 7— (buffer) £JD* 5 0 0 /z 1 £: U £ tl£ 0.5m ol/L h 
U ~ Il-jrfrmT 5. > (tri-n-octylamine) D D M 1ml £$Bffl 

25 u ^DD^MiftJCDTCA^ufco^ 7km*y->7 r »hvx [ 12S 

I] cAMPT-fe-f^y h (assaykit) fci3«3*ftUS:&$&fc|gl; % 
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C AM PS££* btCo 

mLfo&m<D?>*3-xYwm (ic„d PGE 2 wt 

(submaximal) ftcAMP^ffl^^tlStlS 1 0 0 n 

10 

^*^-rfe»*MT-2b-So fcDt>W\ ^^^7*EP 3 ^J;tJ t /^fei±EP 4 

15 tM#u s«P»fcfi*ic-r-5fc«^ gb& #m x 
n> Aft tv)\,*-®&&, mm, < mm, mm. wmmmw, 

mmz^o^aj)v>>^^mm) , mm&, mm, urn., &sa> 

mnmn, wm&m> wmm, wm&, nwssm. ™«6s 
25 ^gmfiu «im> m. iom. mnmm, 
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ttti^ &m, t*. mm, mnmmwm, mm&*m&, ?u->m, 

5 > £JM£«& &3&£Ji (ALSK 

&mmm, t/^-yisymmm, uh-? aid sh) „ 

#&*u&&> ras. fFPfg, attack i&ts 
ma., mum, &ma&F±, m&mm (xmm, xmsmmz-ttttibo 

^ mm*±, &mm, mm, mm 
10 m, %£. i mmmm&&, w&&, mmm, M'mmmmommo^m^s 

hiss (i) ■c5s*ttS'fb'&«*fctt*ne>0^NSffi«^ 

2) • wmm. 

15 

3) *<Dih-&mv>wmm(z>w& 

sb&. (i) x^Mih^mtfk(omm<mmm±, iiommm 
mftzm-s t km&M<DMmT*&-$ u t * «fc < x * fcsu* ©jhsik: ut&# 

(i) -e^n*fli^»*5fcfcie^u fi®3K«*«fcfi!#LT*«kv^u 
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(i) Tr^nz<h^<Dmm£Mtz¥ffi&£T?/&tdz&m3 
-m, (i) ^m^n^b^momm, mmm, ty^-^m^ mm 

(I) T*^£ft3<b^<D#> (jtf>J&fc #>©fiil^ 

(i) ^*^sft^©«tt^itt^-ra : ?i»*<kuf/*fctt^ 

i«ft*©»^«fctJ { /*fcttJ^©fc»©flb©ai9Ii:b-tB:x fllitK, 
20 ^n-f F«ffi#afiaix x;i,=f * S >S8RL tnh~>f 
itrHlx E D G - 5 T3 - ^ h *$jfim? <otiZ>o 

•f >M*S/> N 7/P7i>, ^7itT-K ^WV7DK^7 
25 XVX 7"7iWT^, 7^;PtT^-^, i?7P7it^ bfrtf-yi-h 
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^r^^-^A, Nl/^^A^ 7D^7irx >rh7xr;i/7^y 
> N ^>7i>7^';>, ^D^>Ai x tV^TJA. T>^n^>77 

A N t;^;pm ^truy-;w tfflft^r^ K Wkf-JWy^ 
^^VX ^7;i/7°l/h*^— hx r^v-Hx »77;1/3;hd> % t 

fttr^^;^ gt^*+M*\/x intKD3^;x @sk 

20 t |«D3^;>v iH7n^t>ffit KnruH^x 7Dtrt>SSr7 
DKX SWfAF-yDX 7^^^ D>T-fe h-K N t*d^^- 

7*DW>l67;^a^^Vx BK^D^V^X ^l/l«=V^D> % 7d 
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MfD3^>/>, 7*l/H-VD> N Rgri/K-yD^ 

-Vn >± h i; 17 a n 7^Ml^i/ K-Vd > n i; >R:ri/ b*r: >/p>± 

y s ^V-K 7*=yiJK F'J7AWDX ST-126P, ^l/V->\ 

MWMiiiUtil 09*l& rnhW (FK-506) „ ^hhW- 
K ^^DX#'JX 7^37^^^ i/y;i/y^h\ ^>^^x 
15 ^V77K»jy>*i^tf6ft5. 

7Xh, ^D^*b#y«7A^#W£*xSo 

20 ^B>^;i/*^ K 1f7^;W!/*^ K MCC-847, KCA-757. CS-615, YM-158. 
L-740515, CP-195494 N LM-1484 N RS-635 N A-93178^ S-36496^ BIIL-284^ 
ONO-4057 &&m-f t>tl&o 
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TAK-427^ ZCR-2060, NIP-530, ^^^>7DX-f v V-Z^^X 
BP-294, 7>K7XK 7^'J;Uf^W^8, 

A^X 7-AXf>f) > f$!&S*n$l (p< h M/dr-b— K 

10 £y;i,e$/x ^H^rv;i/ts/>, ^®:p^;i/t^>x **:*7;b3V* 
^x t^;i/tr$/x :nif;i/t^>x >f ^i/tr^x ^n^E-^f :j/>A3, 

S'lTW^DX 7tXhDV-JI/, 77b'ny-;i/, Ija-7D'J h*^) , 
&»ft£d (l/>^±X tfS/7t^-;K ^l/X^X ^/7^X -7^ 

—mt.^ o^-7xn>i) „ ^om (L-Tz^xi— mm? 
20 -&m-jt>Mo 

, ;7 , 7A> i/V5.7Xh (]Sp D n ^7'j7D) , Bayl9-8004 % NIK-616. Xny)l 
S.^Zh (BY-217) ^^A7>flJ> (BRL-61063) ^T^J^A (CP-80633) , 
SCH-351591^ YM-976, V-11294A. PD-168787. D-4396, IC-485 mifi&ff £ 
25 *L3o 
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7M?A, Jg^^;U;K -V)lW>s -Nl/>^tTX aaK^u^M 
5 -feci F->«i: UTiis 77 h y vOl> 5 h U 7* ±7 h 

uifhur^x xi/hy^x r^hur* n 
-JiftsS (I) ^$ns<b^tfl&cD^J©SMltH:#tlS^^n«ev^ 

10 Hiss (i) ^w*n*ft^©*i»*J:rf/*fcias^ittMi*ii 

ffe©^fy©^^±iB©ifl«j , rfflv^K:«±> at*. ±mztcimffi&)£, 

15 |^3^l&|igP©$7&*3*lS 0 

&#»±, iUL mx* &»ni> «Bnera«tJ:Da 

&S#> /&A-A^fcD, -Initio^ IngH 1 0 OmgOlSffl 

O.lngfr*, 1 Omg©«H-C-B-lHl<P&»|g^jipa#*tiS^ £fcfcfc 
20 -Bll^lH*&2 4WB©«HT!««!IRrtfcS«®#*nSo 

fc-^/Uuiatfcj;^ a«i±a^©^fcj:D*«i-rs©-c N ±ib 

-IKS (I) Tfw^it^flj&tk ifcfcfcfc-jfftS (I) 
25 ft©^©W§jg!lft»£-r*HEfi:& MPi£#©fc»©l*lflBfli@M!k ftflR 
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15 ti£„ 

20 snak mmtiffls %mu mm. m> mmi 
&mn&*<Diti5b®ftRM0M]&£^ *wWx y^ftk *u- 
vwnk jsxv&mi^ifi^ttiZo ^n?>i±x> tiw±©rs« 

25 ttfffc^ ^©^tfe{iMTOffl^tlTV^5^!!!^^3«^:^5»^4 v L■5o 
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10 *ta^ y u >> ^ ^ ^ >n) „ ^ =2 (x?- u > if <; n 
is 2£tc, fimu ££fls*!k nawbau »«a^«^A/-r* v^-r * «fc 

20 (x^y— ;k ^v7d^7A3-^«) . ^;Wb&J (fc;^*^,* 
-X, x^;Hr;i/n-*l£) N **n#J (h'Ji^^-;i/7^x ^V7n 
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mwm hx$m$hz 0 m^mn±^M^mnmm^fix^ % © 
T^bfT=fA, ?>7x ^^-)v-t)in-xm) , mmi (mm, 

«*ta. m«s &fr?mk mm. ftwmm. &&tm± 
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xmmztiZo isziZs ffifM, mum, mm&z^tvu^Tb^o 

^frLTWtfc<fc^o *7V-#J©Slj£#&i±. ^J^«*a^fF0 2,868,691 
^&&XFmm 3,095,355 "tfcPL <fBe^tlTV^o 

ztit>(Dmfr-&t>wm^t>ti2>o isbizziDmifflits &%$k mm® 

15 M (7*9 K >& s TXrt7*>m, V/W*- h 8 0 (ggiffi) «J) , 
ffiSfltflL H/fb&k ftHHbftk ttffiftk fi#«l»mT!^tfe«t^. dft 

25 . steal. mm& ( u >^ h u a, ihh- h y * aso „ «@ 
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i!|«P&#©fc»*©ffi©*EJ8*ffc LTfcfc, rhfco*fctt^Ji4jU:©fiStt 

#8$£i^«*:«>©ft&©Bii 

^DVh^7>f-fc:«t^g|©@m^«ktl f TLCfc^^tiT^5*s'3 
■To 

20 LTV^o 




o 
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ffifcdc* ^y-;K10 0ml)t-lO 'CX-fflbtt-)U (u.om 1 ) £ 2 

mzmfeu z i>k*$ j (5 0mi) -z2®#w}htzo wmzv*.* 

(12.8 g) %mco 
TLC : Rf 0.49 (n-'\W>:i®i5 L ;i/= 1 : 1) 0 

10 3-fc HD^S/-4-3-K^BM^^;i/xX7 1 ;i/ 



i r-mm Ltzit^m (4.90 g ) omm. ( 2 0 m 1 ) m&fc 0 -ct® 

mmi- hV^A (1.83 g) ©zkig^i ( 1 5 ml) £ 1 5^I«1TU 
«2 0Mi#bfco MC3^'J>)A (8.00 g) (DTkmm (30m 

15 1 ) £ 1 ofrfrttxmy bfc^, ^ai? 2 o#w, 6 o°c-e 1 stu^e^ti, 

St itftbfco ll^7A^nYF^77^- (n-^l7-> rftixf 
;P=4 : 1-2 : 1) T-fiigb-^ tXT<D®m&*%TZ>Mmh-&® (4.57 
20 g) £fffc 0 

TLC : Rf 0.33 (^\3ri7-> : St&o:?-;^ 4 : 1) 0 




O 
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120 



4-3-K-3- [2- (l-7*]s>-2-' f)l) ^;i/^^>] 



Tjv^mwr. ^sm-cm&hitit^b o.oog) , 2- (2-^7^ 

5 i*^— ;p (2^3g) , hij7i-MX7^> (425g) ^iiFl, r 

- (TV )V) V fcT^ U > (4.09 g) ©ftfck^ h7tf'D77>(5 

omi) mi*m.U"ci 2&mmvito mum^m^^^-^v-c 

^_ ( n -^1f>:ffiixf;i/=2 0 : 1~1 0 : 1~5 : 1) Ti^L 

10 Xs &y<?mm&mtzmm<b&to (4.64 g) 

TLC : Rf 0.54 (n-^=HJ-> :i»x^=4 : 1) „ 



4-t Kn=^>^;i/-2- [2- (^-7^u>-2-^;v) 

15 7x~;i/3-^ K 



7;urf>#HSTFx ##0J27!t^Lfcfti-£tl (4.61 g) ©ft&ci&fb^ 1/ 
> (4 0ml) 8°CX-y-(vy9-)VTJV5.-^A\i KU F (0.95 

NMr-9->jg»D (28ml) ^10 # WtiiT bfe^ 1 WHBfrttT - 





93 



Page: 95 




WO 03/016254 



PCT7. 



18120 



D?h^77-{- (n-^*1J-> :«#x*-;u=4 : 1~3 : 1) T'iffSSU 

wT©^ttft*-r*«Bfb^» (4.21 g) zmtco 

TLC : Rf 0.55 (n-^t>:i8xf;i/=l : 1) 0 



4-t Fn=!fS/pWl/-2- [2- (±7^U>-2— r;i/) x^-;!/**^] 



io r;i/3f >#H^,Ts 4 -c*B6 1 fdb^rtf (2.54 g K 7*7 U 

)V (1.36ml) s hUx5 L ;!/T^> (438ml) N 1, V (^7:c- 
;i>*77>r^) 7xDir> (3 4 8mg) SAtfRSt^y^A (n) (14 
1 mg ) rJVZll***, \t (25ml) M£ 1 0 0 °CT 3 0 ft 

^_ (n-^-^>:»»x^=2 : 1-1 : 1) T'JfitMLT, &TF<D%> 

^.mt^-t^wmt^a (2.07 g) *ntco 

TLC : Rf 0.47 (n-^+J-> : WKx?-;i/= 1:1); 
20 NMR (300MHz, CDd 3 ) : 8 7.99(d, J = 16 Hz, 1H), 7.86-7.76(m, 4H), 7.50-7.40 
(m, 4H) , 6.94 (s, 1H) , 6.90 (d, J = 2.1 Hz, 1H) , 6.52 (d, J = 16 Hz, 1H) , 4.67 
(d,J = 5.4Hz,2H) ,4.34 (t, J = 6.6 Hz, 2H) ,4.27 (q, J = 7.2 Hz, 2H) ,3.33 (t, 



5 



O 
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J=6.6Hz,2H) ,1.34 (t, J = 7.2 Hz, 3H) o 

mm 2 

2- [2- (i-7*\/>-2-' f;i/) x^/ltf-**] -4- 

o 



T;i/rf>#H^,Ts lT-SBibfc<ti^f (1.74 g) fcitfh >Jif;v 
7^ > (i.29ml) (DWK9- h ^ fc h'D77> (2 0ml) 0°CT** 
$>**D?-f Y (5 3 7/zl) £Jn* x M§15^i#Lfe„ M 

7*;i/=f>#H^ t7^-;P (3 4 6mg) ©ifekN, N-^svi/* 
h* (8ml) MCO-'C-ezKMb^-h'J^A (63.1% inoil) (1 9 
3mg) £flnx., S«10^»bfco *£fc±fiTNfe>*ife*L£j« 
15 ^©#7jcN, N-^fJl/$M75 K (8 ml) &$ft£?rFU $B£*J£ 

tfSS^x iiLT, ttT04M£ffi&#«Mfl^<Dffl£fl^ (1.17 g) 
20 TLC : Rf 036 (n-^*V> : BM*-?-»=2 : 1) » 

mmm2 qj -2 (12) 




95 



Page: 97 




WO 03/016254 



PCT/. 



108120 



5 (2E) -3- (2- (2- (^D?>-2--f;i/) *h*is) -4- (-f 

o 



TLC : Rf 0.53 (^DD*/1/A : ^^y-;i/=9 : 1) „ 

io mm (2) 

(2E) -3- (2- (2- (^7^1/>-2—f;i/) ih^) -4- (-f 

O 



TLC : Rf 0.67 (^DD*/1/A : ;i/=9 : 1) 0 

15 

3- (2- (2- (^-7^I/>-2-> f;b) -4- (V^'J—)]/ 
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o 




TLC : Rf 0.45 (n-^*V> :ffiM^)l'= 2 : 1) 0 

5 mmmz u) 

(2E) -3- (2- (2- (j-7$U>-2— f;i/) -4- (5=- 

t7i>- 2 — f;M3Ml/) 7i-JV) - 2 -7*D^>^^;i/X^^;i/ 

o 




TLC : Rf 0.31 (n-^1f> : 3 : 1) • 

10 

»0!I2 (5) 

(2E) -3- (2- (2- (±7$Vy- l-^r;i/) xh^) - 4- 
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o 




TLC : Rf 0.62 (n-^3ri?-> :fi^x^;u=3 : 1) . 
f&feff>]2 (6) 

5 (2E) -3- (2- (2- (i-7*)/>-2—{)V) ^h^» -4-7 
^ ?]/) -2-7'n^.>^x^;i/3i7x7 1 ;i/ 

o 



TLC : Rf 0.46 (n-^W> :ffflfcWl>=4 : 1) „ 

io mmm2 m 

(2E) -3- (2- (2- ("OVf-f/PT'SyO xh^r^) -4- 

o 





TLC : Rf 0.46 (^DD*M : *?;-)l= 1 0 : 1) 0 
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**«2 (8) 

(2E) -3- (2- (2-^ (3-y*U>-2—()l) h 

-4- (\f^J— 1 -2-ro^>^ 
5 x^l/x*^;!/ 



o 




TLC : Rf 0.46 (n-^1?-> :lf®x?-;b = 1 : 1) „ 
(9) 

10 3- (2- (2- (±7^1/>-2— f;i/) -4- (2-*^;i/ 

o 




TLC:Rf0.48 (n-'MMtV : Mx^-;i/= 1 : 1 ) 0 

15 Hffigg2 (10) 

3- (2- (2- (±7^1/>-2-^ f)V) xh^pS/) -4- (KUS?>- 
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a 




TLC : Rf 0.55 (n-^-^> :ftBI^;i/=2 : 1) c 
»0il2 (1 1) 

5 3- (2- (4-^^;i/-2- (4-7MD-3-^^7i-il/) ^> 



m®l2 (12) 

3- (2- (2- (9, 10-i?t h'DT^U^>-9-3|->- 1 0 — r^V) 

^h^rS/) -4- (t^y— ji- l — f;M^;i/) 7i-;i/) /d;^^ 




TLC : Rf 0.50 (n-'MM^ :Wftt^/l/=2 : 1) „ 



10 
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no 



O 




.0 



TLC : Rf 0.32 (n-^s^> : K®x^-;u= 1 : 2) 0 
5 (2E) -3- (2- (2- (^-7^1/>-2-^r;i/) ^h^» - 4- (If 



H«B«2-e«JiUfc'fb^» (2 5 3mg) ©rh7tFD77> (2ml) 
(1.5ml) ««t:2Nzlc«fls^-hU^A*«»[ (l.5ml) £;&D 
10 mtm* 5 0 °CT* 1 J&JMWffi Lfco £jf6®&«* 1 NJfi»-e4»ft Ufclfcx 

- (n-^1f> : M^;P=3 : 2-2 : 3) -CJ|g«L-t\ WT©« 
«%*-TS«jHfli^ (18 6mg) *nito 
15 TLC : Rf 0.28 (n-'Mri^ : ff&x^;i/= 1 : 1) ; 

N M R (200 MHz, CDC1,) : d 8.07 (d, J = 16.0 Hz, 1H), 7.88-7.72 (m, 4H), 7.57 
(d, J = 2.0 Hz, 1H), 7.51-7.35 (m, 5H), 6.77 (brd, J = 7.8 Hz, 1H), 6.72 (brs, 1H), 
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6.51 (d, J = 16.0 Hz, 1H), 6.29 (t, J = 2.0 Hz, 1H), 5.30 (s, 2H), 4.25 (t, J = 6.6 Hz, 
2H), 3.28 (t, J = 6.6 Hz, 2H)o 

mmm3 gj ~mmm3 (202) 
5 mmm2 (i) -2 (12) tf«Btbfcfl3^»*fc«*ffls-r5fl3^»*ffl 

mmm3 (i) 

10 (2E) -3- (2- (2- (2, 5, 7, 8-rh7^^-6-hh'D 

2-yu^>m 



T L C : R f 0.50 no^M : * ^ y — ;i>= 9:1) ; 
15 N M R (300 MHz, CDQ 3 ) : 6 8.05 (d, J = 16 Hz, 1H), 7.50 (d, J = 8.1 Hz, 1H), 
6.97-6.88 (m, 2H), 6.50 (d, J = 16 Hz, 1H), 4.68 (s, 2H), 4.37-4.19 (m, 2H), 2.68 (t, J 
« 6.6 Hz, 2H), 2.37-2.07 (m, 2H), 2.16 (s, 3H), 2.12 (s, 6H), 2.00-1.81 (m, 2H), 1.37 
(s, 3H)o 

20 mmm3 (2) 

(2E) -3- (2- (2- (2, 5, 7, 8 V?***- 6 




COOH 
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COOH 



0 



■ HCI 




TLC : Rf 0.55 (^nP7fr;i/A : ^^j-)V=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 9.29 (s, 1H), 7.90-7.65 (m, 4H), 7.26 (s, 1H), 
5 6.98 (d, J = 15 Hz, 1H), 6.53 (d, J = 16.2 Hz, 1H), 5.42 (s, 2H), 4.40-4.10 (m, 2H), 
3.52 (s, 3H), 2.66-2.56 (m, 2H), 2.20-1.76 (m, 4H), 2.09 (s, 3 H), 2.07 (s, 3H), 2.00 
(s,3H),1.32(s,3H) 0 

10 (2E) -3- (2- (2- (2, 5, 7, 8-rh7^fMnT>-2 



TLC : Rf 0.52 (^DO^l/A : ^^7-;i/=9 : 1) ; 
15 NMR (300 MHz, DMSO-d 6 ) : 6 9.28 (s, 1H), 7.85-7.65 (m, 4H), 7.26 (s, 1H), 
6.68 (d, J = 7.8 Hz, 1H), 6.60-6.46 (m, 2H), 5.42 (s, 2H), 4.40-4.15 (m, 2H), 2.64- 
2.54 (m, 2H), 2.24-1.76 (m, 4H), 2.12 (s, 3H), 2.11 (s, 3H), 1.98 (s, 3H), 133 (s, 3H) 0 




COOH 
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mums u) 

(2E) -3- (2- (2- (2, 5, 7, 8 —r h 6 - 1 h*n 

^>^nv>-2--f;i/) ^h^.» - 4- (t7y-;i/-l-f;Mf;i/) 
-2-7°n^.>^ 



TLC : Rf 0.38 (^DP*;bA : ^*y-;i/= 19:1) ; 
N M R (300 MHz, DMSO-d 6 ) : 6 12.28 (bs, 1H), 7.82 (d, J = 1.8 Hz, 1H), 7.77 (d, 
J = 16 Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.46 (d, J = 1.8 Hz, 1H), 7.41 (bs, 1H), 6.92 
(s, 1H), 6.71 (d, J = 8.0 Hz, 1H), 6.46 (d, J = 16 Hz, 1H), 6.27 (t, J = 1.8 Hz, 1H), 
10 5.32 (s, 2H), 4.27-4.03 (m, 2H), 2.56 (m, 2H), 2.17-1.71 (m, 4H), 2.04 (s, 3H), 2.01 
(s, 3H), 1.98 (s, 3H), 1.27 (s, 3H)o 

HflSifl>]3 (5) 

(2E) -3- (2- (3-7oiy^e/7'D^^S/) -4- (■iS.y^-)]/ 

is -i-^f;Mf;i/) 7i-;i/) -2-7 , n^>i-iil 



TLC : Rf 0.60 (#OD*;i/A : *#/-;i/=9 : 1) ; 

NM R (300 MHz, DMSO-d 6 ) : 6 9.29 (m, 1H), 7.80 (d, J = 16 Hz, 1H), 7.79 (m, 

1H), 7.71 (d, J = 7.8 Hz, 1H), 7.67 (m, 1H), 7.32-7.22 (m, 3H), 7.04-6.88 (m, 4H), 
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6.55 (d, J = 16 Hz, 1H), 5.41 (s, 2H), 4.24 (t, J = 6.2 Hz, 2H), 4.15 (t, J = 6.1 Hz, 2H), 
2.24 (m, 2H)o 

mmm3 (6) 

5 (2E) -3- (2- (4-7^J^>yb^i/) -4- 

1-' r;M^;i/) 7i^) -2-rn^>^-^^ 

^ ^COOH 



TLC:Ef 0.56 (^nn*;^:^^;-;v=9 : 1) ; 

N MR (300 MHz, DMSO-dJ : d 9.29 (m, 1H), 7.81 (m, 1H), 7.80 (d, J = 16 Hz, 



6.57 (d, J = 16 Hz, 1H), 5.41 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 4.03 (t, J = 6.0 Hz, 2H), 
2.02-1.81 (m,4H) 0 

mm s (7) 

15 (2E) -3- (2- (2- (*n V>-2-^;P) xh=^» -4- 

^ XOOH 




N 



10 Hi), 7.71 (d, J = 7.8 Hz, 1H), 7.67 (m, 1H), 7.32-7.21 (m, 3H), 7.04-6.86 (m, 4H), 




TLC : Rf 0.62 (^DD^M : *#;—)l=9 : 1) ; 
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NMR (300 MHz, DMSO-d,,) : 6 9.26 (s, 1H), 7.81 (m, 1H), 7.79 (d, J = 16 Hz, 
1H), 7.71 (d, J = 8.1 Hz, 1H), 7.67 (m, 1H), 730 (s, 1H), 7.08-6.96 (m, 3H), 6.83- 
6.70 (m, 2H), 636 (d, J = 16 Hz, 1H), 5.42 (s, 2H), 4.35-4.17 (m, 3H), 2.90-2.66 (m, 
2H), 2.29-2.02 (m, 3H), 1.82-1.65 (m, 1H) G 



(2E) -3- (2- (6-7^ydri/^i/;i/^-dp$/) -4- \<i 

f;M^;i/) 7i-;i/) -2-7 , d^.>m-»^ 



10 TLC : Rf 0.56 (^dd^A : ^^y— ;u=9 : 1) ; 

NMR (300 MHz, DMSO-d,) : <? 9.22 (s, 1H), 7.78 (s, 1H), 7.77 (d, J - 16 Hz, 1H), 
7.69 (d, J = 8.1 Hz, 1H), 7.64 (s, 1H), 731-7.20 (m, 3H), 7.01-6.85 (m, 4H), 6.55 (d, 
J = 16 Hz, 1H), 5.40 (s, 2H), 4.08 (t, J = 63 Hz, 2H), 3.95 (t, J = 6.5 Hz, 2H), 1.89- 
1.66 (m, 4H), 1.60-1.40 (m, 4H)o 

15 

Wm3 (9) 

(2E)-3-(2-(2 - {±y^\/y-2-^)V) x-h**/) -4 - (J 

^ XOOH 



5 
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TLC : Rf 0.36 (£oa*;i/A : ^*y-;i,= 19:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.28 (m, 1H), 7.92-7.77 (m, 6H), 7.72-7.64 (m, 
2H), 7.56-7.42 (m, 3H), 7.27 (s, 1H), 6.98 (d, J = 7.8 Hz, 1H), 6.55 (d, J = 16 Hz, 
1H), 5.39 (s, 2H), 435 (t, J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H)o 



HaB^J3 (10) 

(2E) -3- (2- (2- H>l/77>-2-^Jl/) ^h^» -4- 



10 TLC:Rf 0.52 (^DO*M:^^y-;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d^ ) : 6 9.28 (s, 1H), 7.84-7.65 (m, 4H), 7.58-7.47 (m, 
2H), 7.31 (s, 1H), 7.27-7.15 (m, 2H), 7.00 (d, J = 8.1 Hz, 1H), 6.73 (s, 1H), 6 51 (d, J 
= 16 Hz, 1H), 5.41 (s, 2H), 4.41 (t, J = 63 Hz, 2H), 334 (t, J = 6.3 Hz, 2H)» 

15 §feffl6fll3 (11) 

(2E) -3- (2- (2- (2, 5, 7, 8 h^^Wl/- 6 -b pa 
*^DT>-2 — f/U) ^h=^» -4 - (2-pWM ^*V— 1 
— f;M^;i/) 7ir;i/) -2-:rn^>^-^j^ 
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TLC : Rf 0.50 (^DD/jtM : *#y—))/=9 : 1) ; 
N M R (300 MHz, CD 3 OD) : 6 7.93 (d, J = 16 Hz, 1H), 7.61 (d, J = 8.1 Hz, 1H> 
7.45 (s, 2H), 6.93 (s, 1H), 6.81 (d, J = 8.1 Hz, 1H), 6.52 (d, J = 16 Hz, 1H), 532 (d, J 
- 15 Hz, 1H), 5.28 (d, J = 15 Hz, 1H), 4.41-4.21 (m, 2H), 2.65 (t, J = 7.1 Hz, 2H), 
5 2.61 (s, 3H), 2.29-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.35 (s, 3H) 0 

mm 3 (12) 

3- (2- (2- (±7^i/>-2-^;i/) xh**» -4- 



10 




TLC : Rf 0.33 : |»i^= 1:1); 

NMR (200 MHz, CDCI3) : d 7.84-7.68 (m, 4H), 7.54 (d, J = 1.8 Hz, 1H), 
7.48-7.35 (m, 3H), 7.33 (d, J = 2.2 Hz, 1H), 7.08 (d, J = 7.4 Hz, 1H), 6.74-6.65 (m, 
15 2H), 6.28-6.23 (m, 1H), 5.24 (s, 2H), 4.19 (t, J = 6.4 Hz, 2H), 3.22 (t, J = 6.4 Hz, 2H), 
2.93-2.82 (m, 2H), 236-2.45 (m, 2H) e 

TLC : Rf 0.33 (n-^1f> : M^;i/= 1 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : (57.94-7.82 (m, 4H), 7.77 (d, J = 2.1 Hz, 1H), 
20 7.56-7.40 (m, 4H), 7.07 (d, J = 7.8 Hz, 1H), 6.83 (s, 1H), 6.64 (d, J = 8.1 Hz, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 
2.70 (t, J = 7.8 Hz, 2H), 2.18 (t, J = 7.8 Hz, 2H)» 
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mum 3 a 3) 

(2E) -3- (2- (±7*l/>-2— h=^» -4- (tr^\/- 

^COOH 



T L C : R f 0.57 Mr-9-> : Ifflfcn*7l>s= 1:3) ; 
N MR (500 MHz, DMSO-dJ : 6 8.01-7.87 (m, 4H), 7.78 (d, J = 2.0 Hz, 1H), 7.69 
(d, J = 16 Hz, 1H), 7.63-7.48 (m, 4H), 7.43 (d, J = 2.0 Hz, 1H), 7.08 (s, 1H), 6.73 (d, 
J = 8.0 Hz, 1H), 6.47 (d, J = 16 Hz, 1H), 6.23 (t, J = 2.0 Hz, 1H), 5.30 (s, 2H), 5.29 (s, 



mm d4) 

(2E) -3- (2- (2- (2, 5, 7, 8 6 -t KD 
^DY>-2--f;i/) oih^rS/) -4- (2H-1, 2, 3-hUr^ 
15 — ;i/-2— T;M^) 7x-Jl/) -2-7°D^.>^ 

^COOH 



TLC : Rf 0.60 (^DD^VA : p<*y-;i/=9 : 1) ; 

N M R (200 MHz, CDjOD) : 6 7.92 (d, J = 16.2 Hz, 1H), 7.71 (s, 2H), 7.52 (d, J 

= 7.6 Hz, 1H), 6.85 (s, 1H), 6.80 (d, J = 8.4 Hz, 1H), 6.47 (d, J = 16.2 Hz, 1H), 5.56 



5 




10 2H) 0 
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(s, 2H), 4.36-4.08 (m, 2H), 2.64 (t, J = 6.6 Hz, 2H), 2.20-2.00 (m, 2H), 2.12 (s, 3H), 
2.08 (s, 3H), 2.05 (s,3H), 1.96-1.80 (m, 2H), 1.33 (s, 3H) 0 

(15) 

5 (2E) -3- (2- (2- (2, 5, 7, 8-rh7^^-6-tKD 
dr^^DV>-2-^;U) -4- (1H-1, 2, 



TLC : Rf 0.49 (^nn*;i/A : ^^y-;i/=9 : 1) ; 
10 NMR (200 MHz, CD 3 OD) : $ 8.37 (d, J = 1.2Hz, 1H), 8.24 (d, J = 1.2 Hz, 1H), 
7.93 (d, J = 16.4 Hz, 1H), 759 (d, J = 8.2 Hz, 1H), 7.01 (brs, 1H), 6.93 (brd, J = 8.2 
Hz, 1H), 6.50 (d, J = 16.4 Hz, 1H), 5.70 (s, 2H), 4.90 (s, 2H), 4.45-4.15 (m, 2H), 
2.72-2.58 (m, 2H), 2.26-1.80 (m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.05 (s, 3H), 1.34 (s, 
3H) 0 



1^61003 (16) 

(2E) -3- (2- (2- (^-7^1/>-2-^;V) 3ih^^» -4-"* 




COOH 



15 




COOH 
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T L C : R f 0.37 : Wm*?fr= 2:1) ; 

NMR (200 MHz, CDC1 3 ) : 6 8.12 (d, J = 16.4 Hz, 1H), 7.88-7.74 (m, 4H), 
7.52-7.10 (m, 9H), 6.79 (brd, J = 8.0 Hz, 1H), 6.72 (brs, 1H), 6.52 (d, J - 16.4 Hz, 
1H), 4.26 (t, J = 6.6 Hz, 2H), 3.95 (s, 2H), 3.29 (t, J = 6.6 Hz, 2H) 0 



^6S^J3 (17) 

(2E) -3- (2- (2- (^7*l/>-2-^;i/) ih^) -4- (?• 

XOOH 



10 T L C : R f 0.31 ('Mrif-> : WSL^-f-»/= 2:1); 

NMR (300 MHz, CDC1 3 ) : 6 8.12 (d, J = 16.2 Hz, 1H), 7.86-7.74 (m, 4H), 
7.50-738 (m, 4H), 7.15 (dd, J = 5.1, 1.2 Hz, 1H), 6.92 (dd, J = 5.1, 3.6 Hz, 1H), 6.84 
(d, J = 75 Hz, 1H), 6.82-6.76 (m, 2H), 6.53 (d, J= 16.2 Hz, 1H), 4.29 (t, J = 6.8 Hz, 
2H), 4.12 (s, 2H), 331 (t, J = 6.8 Hz, 2H)o 

15 

mmm3 (is) 

(2E) -3- (2- (2- (±7^l/>-2-> Ol/) nih^» -4 - & 

.COOH 



5 





S 
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TLC : Rf 0.31 (^*D-> : 2 : 1) ; 

NMR (200 MHz, CDC1 3 ) : 6 8.13 (d, J = 16.0 Hz, 1H), 7.88-7.74 (m, 4H), 
732-7.36 (m, 4H), 7.25 (dd, J = 4.6, 3.2 Hz, 1H), 6.96-6.85 (m, 2H), 6.80 (brd, J = 
8.0 Hz, 1H), 6.73 (brs, 1H), 6.53 (d, J = 16.0 Hz, 1H), 4.27 (t, J = 6.6 Hz, 2H), 3.95 
5 (s,2H),3.30(t,J = 6.6Hz,2H)o 

mmmz (19) 

4- (2- (2- (i-7*V>-2-4))s) -4- (b^y-;i> 



10 




TLC : Rf 0.35 (*\tt> : |fi|i^= 1:1); 
NMR (200 MHz, CDCI3) : 6 7.84-7.73 (m, 3H), 7.69 (brs, 1H), 754 (d, J = 1.6 
Hz, 1H), 750-7.32 (m, 4H), 7.02 (d, J = 7.6 Hz, 1H), 6.74-6.64 (m, 2H), 6.25 (t, J = 
2.1 Hz, 1H), 5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.57 (t, J 
15 = 7.5 Hz, 2H), 2.20 (t, J = 7.4 Hz, 2H), 1.88-1.68 (m, 2H)o 

mm 3 (20) 

(2E)-3-(2-(2 - 1— ^h*S/) - 4- (t: 
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COOH 



TLC : Rf 0.26 : BW?^^= 1:1); 

N M R (200 MHz, CDCI3) : 6 8.14-8.02 (m, 2H), 7.90-7.72 (m, 2H), 7.60-7.34 (m, 
7H), 6.76 (brd, J = 8.0 Hz, 1H), 6.70 (brs, 1H), 6.53 (d, J = 16.2 Hz, 1H), 6.27 (t, J - 
5 2.1 Hz, 1H), 5.26 (s, 2H), 4.32 (t, J = 7.0 Hz, 2H), 3.62 (t, J = 7.0 Hz, 2H)o 

«H3 (2 1) 

(2E) -3- (2- (3- 2 --f;]/) ^D***^) -4- 



TLC : Rf 0.26 : Wm^^= 1:1) ; 

NMR (200 MHz, CDClj) : 8.09 (d, J = 16.2 Hz, 1H), 7.84-7.72 (m, 3H), 
7.66-730 (m, 7H), 6.77 (brd, J = 8.0 Hz, 1H), 6.66 (brs, 1H), 6.59 (d, J = 16.2 Hz, 
1H), 6.27 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.00 (t, J = 6.3 Hz, 2H), 2.97 (t, J = 7.5 Hz, 
15 2H), 232-2.14 (m, 2H)<, 

HM^I3 (2 2) 

(2E) -3- (2- (2- (^-7^^>-2->r;i/) -4-7 



10 
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COOH 



.0. 



TLC : Rf 0.52 (^3r1f> : BHfet^= 1:1); 
N MR (300 MHz, CDC1 3 ) : 6 8.13 (d, J = 16 Hz, 1H), 7.87-7.76 (m, 4H> 7.57- 
5 739 (m, 4H), 7.34-7.24 (m, 2H), 7.06-6.92 (m, 5H), 6.56 (d, J = 16 Hz, 1H), 5.05 (s, 
2H), 4.35 (t, J = 6.8 Hz, 2H), 3.33 (t, J = 6.8 Hz, 2H) C 

mmm3 (23) 

2- (2- (2- (:J-7*l/>-2-' f;i/) ^h^r>» -4- (WV—fr 
10 7i-^)ffil 

iT^V^COOH 



TLC : Rf 0.48 : ffi|x^= 1:4); 

NMR (300 MHz, CDQ,) : £ 7.83-7.73 (m, 3H), 7.68 (s, 1H), 7.54 (d, J = 1.8 Hz, 
1H), 7.49-7.32 (m, 4H), 7.11 (d, J = 7.5 Hz, 1H), 6.74 (dd, J = 7.8, 1.5 Hz, 1H), 6.69 
15 (d, J = 15 Hz, 1H), 626 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 
3.58 (s, 2H), 3.17 (t, J = 6.6 Hz, 2H)o 

mmm3 (24) 

(2E)-3-(2-(2 - (^-7^1/>-2-^;i/) xh^) - 4- (2 
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COOH 



nxo 



TLC : Rf 0.36 (^DD^M : ^^y-;i/= 10:1) ; 
NMR (200 MHz, CDC1 3 ) : 6 8.10 (d, J = 16.0 Hz, 1H), 7.90-7.76 (m, 4H), 
5 732-7.36 (m, 4H), 6.86-6.76 (m, 2H), 6.54 (d, J = 16.0 Hz, 1H), 4.41 (s, 2H), 431 (t, 
J = 6.5 Hz, 2H), 332 (t, J = 6.5 Hz, 2H), 3.24 (t, J = 7.0 Hz, 2H), 2.45 (t, J = 8.0 Hz, 
2H), 2.10-1.88 (m,2H) 0 

»^J3 (2 5) 

10 2- (2- (2- (±7#V>- 2 --()]/) -4- (Vy^J-fr 



TLC : Rf 0.68 (^DD*;W> : ^^y-;k^H=2 0 : 1 : 1) ; 
NMR (300 MHz, CDC1 3 ) : d 7.83-7.75 (m, 3H), 7.70 (s, 1H), 7.55 (dd, J = 1.8, 0.6 
15 Hz, 1H), 7.49-732 (m, 4H), 6.84 (d, J = 7.8 Hz, 1H), 6.78-6.71 (m, 2H), 6.26 (t, J = 
2.1 Hz, 1H), 5.22 (s, 2H), 4.59 (s, 2H), 4.25 (t, J = 7.1 Hz, 2H), 3.25 (t, J = 7.1 Hz, 
2H) 0 

mmm3 (2 6) 
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(2E) -3- (2- (2- {±y$V>-2—<( )V) ^h=^» -4-^ 



TLC : Rf 0.46 : It«x?-/I,= 1 : 1) ; 

5 N MR (300 MHz, CDC1 3 ) : 6 8.06 (d, J = 16 Hz, 1H), 7.87-7.76 (m, 4H), 7.50- 
7.29 (m, 9H), 6.60-6.51 (m, 2H), 6.46 (d, J = 16 Hz, 1H), 5.05 (s, 2H), 4.29 (t, J = 
6.8 Hz, 2H), 3.33 (t, J = 6.8 Hz, 2H)o 

*atH83 (27) 

10 (2E) -3- (2- (2- (^7^l/>-2— i )V) xh^>) -4-v 



TLC : Rf 0.48 (^DD*;i/A : ^^7-;i/=5 : 1) ; 
NMR (200 MHz, DMSO-dJ : 6 7.92-7.80 (m, 5H), 7.62-7.40 (m, 4H), 7.01 (bis, 
15 1H), 6.88 (d, J = 7.6 Hz, 1H), 6.50 (d, J = 16.0 Hz, 1H), 4.33 (t, J = 6.4 Hz, 2H), 3.37 
(s, 2H), 3.26 (t, J = 6.4 Hz, 2H), 2.13 (s, 6H) 0 

mmmz (2 8) 

(2E) -3- (2- (2- (^-7^l/>-2-' f ;i/) xh**» -4-7 

20 3i^;i/*;w^-f;b7^— )i) 
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TLC : Rf 0.40 (^DD«)t;i/A : *#J— )V= 10:1) ; 
NMR (200 MHz, DMSO-dJ : 6 10.26 (s, 1H), 7.98-7.70 (m, 8H), 7.65-7.30 (m, 
7H), 7.12 (t, J = 7.3 Hz, 1H), 6.67 (d, J = 16.2 Hz, 1H), 4.49 (t, J = 6.4 Hz, 2H), 3.42- 
5 3.24 (m, 2H)o 

rnsmz (2 9) 

(2E) -3- (2- (2-7x^;icnh^» -4- (V^V-fr-l- 



10 




T L C : R f 0.57 (Puu-fc)l& \ *9 J — ;i/= 9:1); 
NMR (300 MHz, CDd 3 ) : 6 8.03 (d, J = 16 Hz, 1H), 7.57 (d, J = 2.1 Hz, 1H), 
7.46 (d, J = 8.0 Hz, 1H), 7.40 (d, J = 2.1 Hz, 1H), 7.37-7.20 (m, 5H), 6.78 (d, J = 8.0 
Hz, 1H), 6.71 (s, 1H), 6.50 (d, J = 16 Hz, 1H), 630 (t, J = 2.1 Hz, 1H), 531 (s, 2H), 
15 4.18 (t, J = 6.9 Hz, 2H), 3.13 (t, J = 6.9 Hz, 2H)o 

mmm3 oo) 

(2E) -3- (2- (i-7*ls>-2-' r;M h^^^I/) -4- (t 

7^-;i/-i — f;M^;i/) 7xr;i/) -2-t*d^.>® 
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TLC : Rf 0.38 (^DD*;i/A : ;**y-;i/=l 9:1) ; 
N MR (300 MHz, CDC1 3 ) : 6 8.12 (d, J = 16 Hz, 1H), 7.88-7.78 (m, 4H), 7.61 (d, 
J = 8.1 Hz, 1H), 7.57 (d, J = 22 Hz, 1H), 753-739 (m, 4H), 7.27 (m, 1H), 7.17 (d, J 
5 = 8.1 Hz, 1H), 6.40 (d, J = 16 Hz, 1H), 6.30 (t, J = 2.2 Hz, 1H), 5.35 (s, 2H), 4.75 (s, 
2HX4.65(s,2H)o 

(2E) -3- (2- ( (3E) -4-7^-;i/-3-^-;^^» - 
10 4- (tr^vr— i—r;M^;u) 7x-;i/) -2-rn^>^ 




TLC : Rf 0.23 (^=*Pt*-> :Sixf;i/= 1:1) ; 
NMR (200 MHz, CDC1 3 ) : 6 8.03 (d, J = 16.0 Hz, 1H), 7.58-7.18 (m, 8H), 
6.81-6.74 (m, 2H), 6.56 (d, J = 16.0 Hz, 2H), 6.34-6.19 (m, 2H), 533 (s, 2H), 4.10 (t, 
15 J = 6.5Hz,2H),2.74(q,J = 6.5Hz,2H)o 

mmm3 (3 2) 

(2E) -3- (2- (2-fc KD^r^-S-yiy^^rn^^) -4 

- {\z^J— 1— f ;M5^;i/) 7i-;i/) -2-7p^>^ 
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TLC : Rf 0.47 (^DDWA : ^=9 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 12.28 (bs, 1H), 7.86-7.77 (m, 2H), 7.62 (d, J = 
8.0 Hz, 1H), 7.46 (dd, J = 2.0, 0.8 Hz, 1H), 7.32-7.23 (m, 2H), 7.03-6.88 (m, 4H), 
5 6.73 (d, J = 8.0 Hz, 1H), 6.52 (d, J = 16 Hz, 1H), 6.27 (t, J = 2 .0 Hz, 1H), 5.47 (bs, 
1H), 5.33 (s, 2H), 4.26-3.99 (m, 5H)o 

mmms (3 3) 

(2E) -3 - (2- (2- (1, 4-^>VT^^>-6--f;i/) x h 

io - a- -2-t-p^>^ 



TLC : Rf 0.44 (^od*;;1/A : ^^y—;i/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.01 (d, J = 16.0 Hz, 1H), 7.57 (d, J = 2.0 Hz, 1H), 
7.46 (d, J = 8.0 Hz, 1H), 7.40 (d, J = 2.0 Hz, 1H), 6.83-6.73 (m, 4H), 6.70 (s, 1H), 
15 6.48 (d, J = 16.0 Hz, 1H), 6.30 (t, J = 2.0 Hz, 1H), 530 (s, 2H), 4.23 (br, 4H), 4.13 (t, 
J = 7.0 Hz, 2H), 3.01 (t, J = 7.0 Hz, 2H) 0 

fgflS0M3 (3 4) 

(2E) -3- (2- (2- (1, 4-^W^>-Z-^) ^ b 
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TLC : Rf 0.44 (^DD^;i/A : ^^7-;i/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.02 (d, J = 16.0 Hz, 1H), 7.58 (dd, J = 2.0, 0.5 Hz, 
5 1H), 7.50 (d, J = 8.0 Hz, Hi), 7.43 (dd, J = 2.0, 0.5 Hz, 1H), 6.88-6.76 (m, 6H), 6.48 
(d, J = 16.0 Hz, 1H), 6.32 (t, J = 2.0 Hz, 1H), 5.33 (s, 2H), 4.42 (dq, J = 2.0, 7.0 Hz, 
1H), 4.32 (dd, J = 11.0, 2.0 Hz, 1H), 4.29-4.15 (m, 2H), 4.00 (dd, J = 11.0, 7.0 Hz, 
lH),2.18(q,J = 7.0Hz,2H)o 

10 (3 5) 

(2E) -3- (2- (2- (±7*uy-2-JK) -4-i/ 
7;^fji/7i-;i/) 

/COOH 



TLC : Rf 0.52 (^dd*;H : — ;i/= 10:1) ; 
15 NMR (300 MHz, DMSO-d,,) : 6 7.94-7.78 (m, 5H), 7.69 (d, J = 7.8 Hz, 1H), 
7.60-7.42 (m, 3H), 7.12 (s, 1H), 6.96 (d, J = 7.8 Hz, 1H), 6.54 (d, J = 15.9 Hz, 1H), 
4.37 (t, J = 6.6 Hz, 2H), 4.04 (s, 2H), 3.40-3.20 (m, 2H)o 

mtm\3 o 6) 




COOH 
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(2E) -3 - (2- (2- (±7*V>-2 — f;i>;fr^» -4 




TLC : Rf 0.35 (^nD*M :^^;-;i/=l 9:1); 
5 NMR (300 MHz, CDd 3 ) : 6 8.20 (d, J = 16 Hz, 1H), 7.75-7.66 (m, 3H), 7.63- 
756 (m, 2H), 7.45-737 (m, 2H), 735-7.27 (m, 1H), 7.20-7.04 (m, 4H), 6.41 (d, J . 
16 Hz, 1H), 6.30 (t, J = 2.1 Hz, 1H), 5.35 (s, 2H), 4.23 (t, J = 6.7 Hz, 2H), 3.28 (t, J = 
6.7Hz,2H)o 



10 ggffiffiJ3 (3 7) 

(2E) -3- (2- (2- (N-^>^;i/-N-^^;i/^^7) xih* 

s>) -4 - (tf^y-^-i— r;M^-;i/) - 2-rn^>^ 




TLC : Rf 030 (^dd*M : ^^y— ;i/= 10:1) ; 
15 NMR (500 MHz, DMSO-d, at 100 degrees) : 6 7.80 (d, J = 16.0 Hz, 1H), 7.73 (d, 
J = 2.0 Hz, 1H), 7.57 (d, J = 8.0 Hz, 1H), 7.46 (d, J = 2.0 Hz, 1H), 7.41-736 (m, 5H), 
6.98 (s, 1H), 6.80 (d, J = 8.0 Hz, 1H), 6.44 (d, J = 16.0 Hz, 1H), 6.26 (t, J = 2.0 Hz, 
1H), 5.32 (s, 2H), 4.25 (brt, 2H), 3.78 (brt, 2H), 3.02 (s, 3H)» 
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mmm3 (3 8) 

(2E) -3- (2- (2- (i-79V>-2-' ( fr) x|>^) -4-7 

^ ^ XOOH 



5 TLC : Rf 0.60 (^DD*M : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.30 (bis, 1H), 1.91-1. IS (m, 5H), 7.60-7.42 (m, 
4H), 737-7.12 (m, 5H), 7.05 (s, 1H), 6.94 (d, J = 7.8 Hz, 1H), 6.48 (d, J = 16.2 Hz, 
1H), 4.26 (t, J = 6.6 Hz, 2H), 4.23 (s, 2H), 3.24 (t, J = 6.6 Hz, 2H)o 

10 1586003 (3 9) 

(2E) - 3- (2- (2- (iW-f^TSyO x}^» -4- 

XOOH 



TLC : Rf 0.31 (7DD*M : *?J-)l= 10:1) ; 
15 NMR (300 MHz, CDCI3) : 6 7.92 (d, J = 15.5 Hz, 1H), 7.77 (d, J = 7.0 Hz, 2H), 
7.56 (s, 1H), 7.50-736 (br, 5H), 6.81-6.64 (m, 4H), 6.30 (br, 1H), 5.30 (br, 2H), 4.15 
(br,2H),3.92(br,2H)o 
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mmm3 uo) 

(2E) -3- (2- (2-^h^>-3-7xy^>7'D^) -4- 
f)]/*3-)l>) 7xrjl/) -2-7-D^>^ 



5 TLC : Rf 0.42 (^DD^;i/A ;i/=9 : 1) ; 

N MR (300 MHz, DMSO-d,) : 6 12.29 (brs, 1H), 7.83 (d, J = 2.1 Hz, 1H), 7.79 (d, 
J = 16.2 Hz, 1H), 7.62 (d, J = 7.8 Hz, 1H), 730-7.44 (m, 1H), 7.34-7.23 (m, 2H), 
7.06-6.88 (m, 4H), 6.74 (d, J = 8.1 Hz, 1H), 6.53 (d, J = 16.2 Hz, 1H), 6.28 (t, J = 2.1 
Hz, 1H), 5.33 (s, 2H), 4.30-4.08(m, 4H), 4.00-3.88 (m, 1H), 3.44 (s, 3H)„ 

10 

mmm3 (4 i) 

(2E) -3- (2- (2-^ l^>-2- (±7* 1/ >- 2 -- Ol/) 

-4- (tT7\/-;i/- 1 -< f;Mf;i/) 7i-;i/) -2-7d^>^ 

XOOH 



15 TLC : Rf 0.59 (7nD*M : ^*y-;i/=9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : <5 8.03 (d, J = 16 Hz, 1H), 7.92-7.81 (m, 4H), 7.57- 
7.42 (m, 5H), 7.37 (d, J = 2.1 Hz, 1H), 6.78 (dd, J = 8.0, 1.2 Hz, 1H), 6.70 (d, J = 1.2 
Hz, 1H), 6.60 (d, J = 16 Hz, 1H), 6.28 (t, J = 2.1 Hz, 1H), 5.28 (s, 2H), 4.78 (dd, J = 




COOH 
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7.2, 4.5 Hz, 1H), 4.27 (dd, J = 9.9, 7.2 Hz, 1H), 4.12 (dd, J = 9.9, 4.5 Hz, 1H), 3.41 (s, 
3H)o 

«fl]3 (4 2) 

5 (2E)-3-(2 - {VZV-fr-l-Jfrtf'JU) -3- (2- (^37 




TLC : Rf 0.59 (#DD*;i/A : *9J — JU=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : d 7.85-7.72 (m, 4H), 7.60 (d, J = 16 Hz, 1H), 7 .52- 
10 7.38 (m, 5H), 7.12 (d, J = 2.0 Hz, 1H), 6.45 (d, J = 16 Hz, 1H), 6.17 (t, J = 2.0 Hz, 
1H), 5.16 (s, 2H), 4.21 (t, J = 6.8 Hz, 2H), 3.27 (t, J = 6.8 Hz, 2H)o 

M3 (4 3) 

(2E) -3- (3- (2- (±7*l/>-2->f;i/) ^b*^) -4- (tf 
15 7^-1-^^^) ^7i>-2-^f;i/) -2 -7°D^>^ 




TLC : Rf 0.59 (?nnWA : p<*y-;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.87 (d, J = 16 Hz, 1H), 7.84-7.76 (m, 3H), 7.72 (s, 
1H), 7.53-7.36 (m, 4H), 7.11 (d, J = 2.0 Hz, 1H), 7.08 (s, 1H), 6.17 (t, J = 2.0 Hz, 
20 1H), 6.12 (d, J = 16 Hz, 1H), 4.97 (s, 2H), 4.26 (t, J = 6.8 Hz, 2H), 3.24 (t, J = 6.8 Hz, 
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2H)o 



mm (44) 

(2E) -3- (2- (2- (^-7^l/>-2-W;i/) xh^fS/) - 4- (N 




TLC : Rf 0.51 (^DD*c;i/A : *9J—ft= 19:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 7.89-7.81 (m, 4H), 7.75 (d, J = 16 Hz, 1H), 
7.56-7.18 (m, 9H), 6.96 (s, 1H), 6.85 (d, J = 8.1 Hz, 1H), 6.45 (d, J = 16 Hz, 1H), 
10 4.85 (s, 2H), 4.26 (t, J = 63 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 3.08 (s, 3H)o 



«fl!13 (4 5) 

(2E) -3- (2- (2- (±7^1/>-2— f A) ih+J') - 4- (N 



15 




TLC : Rf 0.67 (^DD^l/A : J—)V= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.09 (d, J = 16 Hz, 1H), 7.88-7.75 (m, 4H), 7.50- 
7.27 (m, 7H), 7.02-6.94 (m, 2H> 6.82 (s, 1H), 6.73 (d, J = 7.8 Hz, 1H), 6.53 (d, J = 
16 Hz, 1H), 4.85 (s, 2H), 4.25 (t, J . 6.6 Hz, 2H), 3.29 (t, J = 6.6 Hz, 2H), 1.88 (s, 
20 3H) 0 
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mmm3 (4 6) 

(2 E) -3- (2- (2- (^-7^b>-2-> f;i>) xh3^» - 4- (N 



5 




TLC : Rf 0.58 (^DD^;i/A : ^^y-;i/=9 : 1) ; 
N M R (300 MHz, CDC1,) : 6 8.11 (d, J = 16 Hz, 1H), 7.89-7.75 (m, 4H), 7.55- 
730 (m, 9H), 7.02-6.61 (m, 2H), 6.55 (d, J = 16 Hz, 1H), 4.80-4.22 (m, 4H), 3.34 (t, 
J = 6.6 Hz, 2H), 3.12-2.78 (m, 3H)o 

CT0O3 (4 7) 

(2E) -3- (2- (2- (±7^l/>-2-^;V) 7*D#*S/) -4- 




15 TLC : Rf 0.64 (7PD^;i/A : ^^y-;i/=9 : 1) ; 

N M R (300 MHz, CDd 3 ) : 5 8.02 (d, J = 16 Hz, 1H), 7.88-7.74 (m, 4H), 7.57 (d, 
J = 1.8 Hz, 1H), 7.50-7.36 (m, 5H), 6.76 (d, J = 8.1 Hz, 1H), 6.72 (s, 1H), 6.49 (d, J = 
16 Hz, 1H), 6.29 (t, J = 2.3 Hz, 1H), 5.29 (s, 2H), 4.20-4.06 (m, 2H), 3.47 (m, 1H), 
1.54(d,J = 6.9Hz,3H)o 
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mzm3 (4 8) 

3- (2- ( a-7*\s>-2-J)l) i3fr#-)\<*h*i') -4- 



5 




TLC : Rf 0.57 (^oo*;i/A :^^7-;i/=10 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 5 12.08 (brs, 1H), 8.76 (s, 1H), 8.20-7.95 (m, 4H), 
7.75-7.60 (m, 3H), 7.36 (d, J = 0.9 Hz, 1H), 7.14 (d, J = 7.8 Hz, 1H), 6.91 (s, 1H), 
6.67 (d, J = 7.8 Hz, 1H), 6.18 (t, J = 2.0 Hz, 1H), 5.72 (s, 2H), 5.23 (s, 2H), 2.86 (t, J 
10 =7.7Hz,2H),2.57(t,J = 7.7Hz,2H) 0 

mmm3 (49) 

3- (2- (2- {±y$vy-2 — r;W ;nh*^) -4- (tn- 
1 — f/M*7iO ?:c-;i/) ^*d/s>^ 



15 




T L C : R f 0.42 (^ dd^I/A : * 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.84-7.76 (m, 3H), 7.72 (s, 1H), 7.47-7.37 (m, 3H), 
7.07 (d, J = 7.5 Hz, 1H), 6.66 (t, J = 2.1 Hz, 2H), 6.63 (d, J = 7.5 Hz, 1H), 6.55 (d, J 
= 1.5 Hz, 1H), 6.18 (t, J = 2.1 Hz, 2H), 4.98 (s, 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.23 (t, 
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J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H) 0 

mmm3 (so) 

3- (2- (2- (^7#l/>-2— f;i>) xh^FS/) -4- (4-^^;i/ 
V ^ ^ XOOH 



TLC : Rf 0.51 (7Dn*;i>A : **;-)l= 1 0 : 1) ; 
N MR (300 MHz, CDC1 3 ) : d 7.83-7.75 (m, 3H), 7.72 (s, 1H), 7.46-7.37 (m, 3H), 
7.32 (s, 1H), 7.12-7.06 (m, 2H), 6.72-6.68 (m, 2H), 5.15 (s, 2H), 4.21 (t, J = 6.6 Hz, 
10 2H), 3.23 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 2.50 (t, J = 7.8 Hz, 2H), 2.03 (s, 
3H)o 

mmm3 (5 1) 

3- (2- (2- (±7^l/>-2-^;i/) xh^» -4- (3, 5—>* 

15 ^^i/tr^^—^-i—f^M^;!/) 7z-;i/) yu^>m. 

/ ^ ^ XOOH 



TLC : Rf 0.51 (^DD^I/A : ^^^-;i/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.83-7.75 (m, 3H), 7.71 (s, 1H), 7.46-7.37 (m, 3H), 
7.04 (d, J = 7.8 Hz, 1H), 6.59 (s, 1H), 6.55 (d, J = 7.8 Hz, 1H), 5.82 (s, 1H), 5.13 (s, 
20 2H), 4.19 (t, J = 6.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.8 Hz, 2H), 2.49 (t, 
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J = 7.8 Hz, 2H), 2.23 (s, 3H), 2.12 (s, 3H)o 
mMM3 (5 2) 

3- (2- (2- (±7*lx>-2->f;i>) ^b**/) -4-7xrTO 




TLC : Rf 0.46 (7*-fe h> : h;i/x.>= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.85-7.77 (m, 3H), 7.72 (s, 1H), 7.66-7.37 (m, 8H), 
6.99 (d, J = 7.2 Hz, 1H), 6.58 (d, J = 1.8 Hz, 1H), 6.41 (dd, J = 7.2, 1.8 Hz, 1H), 4.23 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2.49(t,J = 7.8Hz,2H)o 

(5 3) 

3- (2 - (2 - (1, l'-K7ir;i/-4-f;v) xh^» - 4- (if 
15 rV-Jl'-l-' f;M^;v) 7tm>^ 




TLC : Rf 0.067 (?DD*M/A) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.60-7.50 (m, 5H), 7.45-738 (m, 2H), 736-730 (m, 
4H), 7.09 (d, J = 7.2 Hz, 1H), 6.70 (d, J = 7.2 Hz, 1H), 6.68 (s, 1H), 6.26 (t, J = 2.1 
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Hz, 1H), 5.25 (s, 2H), 4.15 (t, J = 6.6 Hz, 2H), 3.10 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 
8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H)o 

*EM3 (54) 

5 3- (2- (2- (1-79 2-' f;i/) -4-^>V^;KF 




TLC : Rf 0.57 (^DO^A : J—)\/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 12.0 (s, 1H), 10.1(s, 1H), 7.95-7.81 (m, 6H), 
10 739-7.41 (m 7H), 7.26 (dd, J = 8.1, 1.8 Hz, 1H), 7.05 (d, J = 8.1 Hz, 1H), 4.23 (t, J = 
6.3 Hz, 2H), 3.24 (t, J = 63 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H) G 

mum 3 (55) 

3- (2- (2- (f-7*]s>-2-sOl) ^h^» -4- (N-^W 

15 -f;i/-N-^^;i/7 > ^y) rn^>^ 




TLC : Rf 0.56 (^DD»A : **> J 10:1) ; 
N M R (300 MHz, CDCQ : 6 7.86-7.75 (m, 3H), 7.65 (s, 1H), 7.50-7.40 (m, 2H), 
737-7.12 (m, 6H), 6.97 (d, J = 7.8 Hz, 1H), 6.58 (dd, J = 7.8, 1.8 Hz, 1H), 6.43 (d, J 
20 = 1.8 Hz, 1H), 4.01 (t, J = 6.6 Hz, 2H), 3.45 (s, 3H), 3.11 (t, J = 6.6 Hz, 2H), 2.79 (t, 
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J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 Hz, 2H) 0 

mm (5 6) 

3- (2- (2- (i-7*ls>-2-Jfr) :xh^» -4- (N-^;t/ 
5 -N-^^I/^^y) 7xr;i/) yu^>m 




TLC : Rf 0.56 (^DD*;bA : ^#y-;i/= 1 0 : 1) ; 
N M R (300 MHz, CDd 3 ) : 6 7.85-7.76 (m, 3H), 7.75(s, 1H), 7.48-7.39 (m, 3H), 
7.12 (d, J = 8.1 Hz, 1H), 6.91 (d, J= 2.1 Hz, 1H), 6.79 (dd, J = 8.1, 2.1 Hz, 1H), 4.28 
10 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 3.26 (s, 3H), 2.89 (t, J = 8.1 Hz, 2H), 
2.89 (s, 3H), 2.52 (t, J = 8.1 Hz, 2H) 0 

mmm3 (57) 

3- (2- (2- (±:7#lx>-2-f ;i/) ^b=^» -4-*S//b7^>> 
15 :/cm>g£ 




TLC : Rf 0.49 (^DDtJvI/A : J— ;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 0* 12.1 (s, 1H), 9.55(s, 1H), 7.92-7.80 (m, 4H), 
753-7.42 (m 3H), 7.04 (d, J = 8.1 Hz, 1H), 6.81 (d, J = 2.4 Hz, 1H), 6.67 (dd, J = 8.1, 
20 2.4 Hz, 1H), 4.20 (t, J = 6.3 Hz, 2H), 3.21 (t, J = 6.3 Hz, 2H), 2.92 (s, 3H), 2.68 (t, J 
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= 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H)o 
mm 3 (58) 

3- (2- (2- (1, l , -tT7i-;i/-2-W > ;V) -4- (tT 



TLC : Rf 0.16 (^1t> :^^;i/=2 : 1) ; 
N M R (300 MHz, CDC^) : S 7.53 (d, J = 3.0 Hz, 1H), 7.45-7.21 (ra, 10H), 7.07 
(d, J = 7.8 Hz, 1H), 6.67 (dd, J = 7.5, 1.2 Hz, 1H), 631 (s, 1H), 6.26 (t, J = 2.1 Hz, 
10 IK), 5.21 (s, 2H), 3.94 (t, J = 7.2 Hz, 2H), 3.08 (t, J = 7.2 Hz, 2H), 2.82 (t, J = 7.5 Hz, 
2H),2.47(t,J = 7.5Hz,2H)o 

mmm3 (59) 

3- (2- (2- (^7*l/>-2 — -f -4- (^W-f ^ 

15 fr>J-)u- \-4)\>u-)V) rn/tyi 





TLC : Rf 0.51 (^OD^l/A ;i/= 10:1) 
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NMR (300 MHz, DMSO-d d ) : 6 8.72 (s, IK), 7.89-7.82 (m, 3H), 7.80 (s, IK), 
7.71-7.61 (m, 2H), 7.52-7.42 (m, 3H), 7.30-7.23 (m, 2H), 7.07 (s, IH), 7.06 (d, J = 
7.5 Hz, 1H), 6.78 (d, J = 7.8 Hz, IK), 5.46 (s, 2H), 4.22 (t, J = 6.6 Hz, 2H), 3.18 (t, J 
= 6.6 Hz, 2H), 2.69 (t, J = 8.1 Hz, 2H), 234 (t, J = 8.1 Hz, 2H) 0 

mmmz (6 0) 

3- (2- (2- (i-7^b>-2->f;V') xh^r>» -4- (3-^;i/ 

-2 - t+y-f $^;'Jf>- 1 -f ^f*) 7irji/) rn7i>^ 




10 TLC:Rf 0.53 (^00*^:^^7-^=10 : 1) ; 

NMR (300 MHz, CDCQ : (? 7.84-7.76 (m, 3H), 7.75 (s, 1H), 7.49-7.38 (m, 3H), 
7.06 (d, J = 6.9 Hz, 1H), 6.78-6.70 (m, 2H), 4.29 (s, 2H), 4,26 (t, J = 6.3 Hz, 2H), 
336-3.22 (m, 2H), 3.26 (t, J = 6.3 Hz, 2H), 3.19-3.09 (m, 2H), 2.88 (t, J = 7.8 Hz, 
2H), 2.82 (8, 3H), 2.52 (t, J = 7.8 Hz, 2H) 0 

15 

mmi3 (6i) 

3- (2- (2- (^7*l/>-2-^;i/) ^h*^) -4- (2-^V 

tf'j^>- 1— r;M^;W t*d^>r 
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TLC : Rf 0.53 (^nn*;i/A : *9 )l= 10:1) ; 
NMR (300 MHz, CDC1 3 ) :S 7.84-7.73 (m, 3H), 7.72 (s, 1H), 7.47-735 (m, 3H), 
7.29 (m, 1H), 7.21 (dd, J = 6.9, 2.1 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.81 (s, 1H), 
6.75 (d, J = 12 Hz, 1H), 6.63 (d, J = 9.0 Hz, 1H), 6.12 (dd, J = 6.6, 1.2 Hz, 1H), 5.06 
5 (s, 2H), 4.23 (t, J = 6.6 Hz, 2H), 323 (W = 6.6 Hz, 2H), 2.87 (t, J = 7.8 Hz, 2H), 
250(t,J = 7.8Hz,2H) o 

mmmz (6 2) 

3- (2- (2- (1, l'-E7xz;i/-3-f;i/) -4- (tf 

10 7^-;i/-l-^^f^ 7xr;v) /n^>i 



TLC : Rf 0.39 (^on*M : 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7 .59-7.24 (m, 11H), 7.09 (d, J = 7.2 Hz, 1H), 6.72 
(d, J = 7.5 Hz, 1H), 6.67 (s, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.15 (t, J = 6.6 
15 Hz, 2H), 3.14 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

mmm3 (6 3) 

3- (2- (2- (±7#]s>-2-JK) ^h^» -4-7i-;i/^ 




20 
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TLC : Rf 0.69 (^DD^U : 10:1) ; 

N M R (300 MHz, CDd 3 ) : 6 7.84-7.68 (ra, 6H), 7.53-7 36 (m, 6H), 6.93 (d, J = 
8.1 Hz, 1H), 6.68 (d, J = 1.8 Hz, 1H), 6.58 (s, 1H), 638 (dd, J = 8.1, 1.8Hz, 1H), 
4.16 (t, J = 6.6 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.46 (t, J = 
5 7.5 Hz, 2H) 0 

mffiM3 (6 4) 

3- (2- (2- (±7^1/>-2— f;i/) xb^» -4-7^)17* 



10 




TLC : Rf 0.41 (^DD*M : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.84-7.72 (m, 4H), 7.48-7 38 (m, 4H), 7.10 (d, J = 
1.8 Hz, 1H), 7.03 (d, J = 8.1 Hz, 1H), 6.69 (dd, J = 8.1, 1.8Hz, 1H), 4.29 (t, J = 6.6 
Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 7.5 Hz, 2H), 2.48 (t, J = 7.5 Hz, 2H), 
15 2.15 (s, 3H)o 

^S^J3 (6 5) 

3- (2- (2- (^-7^1/>-2— f;i/) xh^r^) -4- (2-pWI/ 

^U^>-3--f;M-^*5S>i/) 7i-)i/) zrunym. 
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T L C : R f 0.56 (^DO^M : ^ J—iSf — 9:1) ; 
NMR (300 MHz, DMSO-dJ : 6 7.98 (dd, J = 4.8, 1.2 Hz, 1H), 7.89-7.80 (m, 4H> 
7.53-7.41 (m, 3H), 135 (dd, J = 8.3, 1.1 Hz, 1H), 7.18-7.05 (m, 3H), 6.92 (dd, J = 
7.7, 1.4 Hz, 1H), 5.07 (s, 2H), 4.28 (t, J = 6.4 Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 
5 (t, J = 7.8 Hz, 2H), 2.38 (t, J = 7.8 Hz, 2H), 2.37 (s, 3H) 0 

(6 6) 

3- (2- (4-PWI/-2- (^-7^l/>- 

-A - (V^V-fr-l-Jfttm) 7i-;v) 7*n/l>^ 



TLC : Rf 0.59 (7DD*;t/A : ;i/= 10:1) ; 

N MR (300 MHz, DMSO-dJ : 6 8.23 (d, J = 8.4 Hz, 1H), 7.91 (m, 1H), 7.84-7.68 
(m, 2H), 7.62-7.34 (m, 5H), 6.98 (d, J = 7.2 Hz, 1H), 6.81 (s, 1H), 6.60 (d, J = 7.2 Hz, 
1H), 6.20 (t, J = 2.1 Hz, 1H), 5.18 (s, 2H), 4.18-3.99 (m, 3H), 2.54 (t, J = 7.5 Hz, 2H), 
15 2.16 (t, J = 7.5 Hz, 2H), 1.99-1.78 (m, 2H), 1.44 (m, 1H), 0.87 (d, J = 6.6 Hz, 
3H), .082 (d, J = 6.6 Hz, 3H)o 

f%BfcflJ3 (6 7) 

3- (2- (2- h>W7i>-3-' ^h=^» -4- (tf^ 

20 "J— 1 — f;v^^;i/) 7i-;i/) 7"d>'-?>^ 



10 
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TLC : Rf 0.49 (^DD*;i/A : *9J—)V= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 7.97 (dd, J = 6.6, 1.2 Hz, 1H), 7.90 (dd, J = 6.6, 
IS Hz, 1H), 7.76 (d, J = 1-5 Hz, 1H), 734 (s, 1H), 7.45-733 (m, 3H), 7.04 (d, J = 
5 7.8 Hz, 1H), 6.88 (s, Hi), 6.64 (d, J = 7.8 Hz, 1H), 6.23 (t, J = 2.1 Hz, 1H), 5.23 (s, 
2H), 4.22 (t, J = 6.6 Hz, 2H), 3.31 (t, J = 6.6 Hz, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.33 (t, 
J = 7.5Hz,2H)o 

»0!l3 (68) 

io 3- (2- (2- (±7*i/>-2->r;i/) ^h^r^» -4- (b:us»- 
3— f;i/^-*->^^;i/) 7i-;i/) ;ra/i>& 



TLC : Rf 0.50 (^DO*M : ^^^-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 832 (d, J = 2.7 Hz, 1H), 8.14 (dd, J = 4.7, 1.4 Hz, 
15 1H), 7.89-7.80 (m, 4H), 7.54-738 (m, 4H), 7.30 (m, 1H), 7.11 (d, J = 7.8 Hz, 1H), 
7.06 (d, J = 1.5 Hz, 1H), 6.92 (dd, J = 7.8, 1.5 Hz, 1H), 5.09 (s, 2H), 4.27 (t, J = 6.4 
Hz, 2H), 3.21 (t, J = 6.4 Hz, 2H), 2.73 (t, J = 7.6 Hz, 2H), 238 (t, J = 7.6 Hz, 2H)o 

$mm3 (6 9) 

20 3- (2- (2- (-f > 1 --01/) *-b*?s) -4- (K9VT-^ 
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TL C : R f 0.48 (-v^> : WM^fr^ 1:2); 
NMR (300 MHz, CDC1 3 ) : 7.61 (d, J = 8.1 Hz, 1H), 7.53 (dd, J = 2.1, 0.6 Hz, 
5 1H), 7.37 (dd, J = 8.1, 0.8 Hz, 1H), 7.31 (dd, J = 2.1, 0.6 Hz, 1H), 7.25-7.17 (m, 2H), 
7.13-7.05 (m, 2H), 6.71 (dd, J = 7.7, 1.7 Hz, 1H), 6.56 (d, J = 1.2 Hz, 1H), 6.50 (dd, J 
= 3.3, 0.9 Hz, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.20 (s, 2H), 4.51 (t, J = 53 Hz, 2H), 
4.20 (t, J = 5.3 Hz, 2H), 2.82 (t, J = 7.7 Hz, 2H), 2.44 (t, J = 7.7 Hz, 2H)o 

10 mmm3 (70) 

3- (2- (2- il-**-fU4>V-JU-2-4JU) x-b*is) - 4- (If 

^\ /COOH 



TLC : Rf 0.42 (^DD*;i/A : 10:1) ; 

15 NMR (300 MHz, CDCI3) : 6 7.60 (d, J = 7.8 Hz, 1H), 7.53 (d, J = 1.8 Hz, 1H), 
733 (d, J = 1.8 Hz, 1H), 7.32-7.05 (m, 4H), 6.95 (s, 1H), 6.73-6.65 (m, 2H), 625 (t, 
J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.16 (t, J = 6.6 Hz, 2H), 3.72 (s, 3H), 3.22 (t, J = 6.6 Hz, 
2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H)o 
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mmm3 (7 n 

3- (2- (2- (^>W7x>-2-^f;i/) ^N*^) -4- (tf^ 

f;M^;t/) 7i-^) 7ua>m 




5 TL C : Rf 0.47 (^nn^M : ^9 J—)\/— 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 7.86 (m, 1H), 7.78 (d, J = 1.8 Hz, 1H), 7.73 (m, 
1H), 7.43 (d, J = 1.8 Hz, 1H), 7.35-7.23 (m, 3H), 7.07 (d, J = 7.5 Hz, 1H), 6.88 (s, 
1H), 6.66 (d, J = 7.5 Hz, 1H), 6.24 (t, J = 1.8 Hz, 1H), 5.25 (s, 2H), 4.20 (t, J = 6.0 
Hz, 2H), 3.36 (t, J = 6.0 Hz, 2H), 2.76 (t, J = 7.8 Hz, 2H), 2.39 (t, J = 7.8 Hz, 2H)o 

10 

«^J3 (72) 

3- (2- (2- (^>^77>-2-^^) ^b^» -4- {K^J- 




15 TLC : Rf 0.45 (^DD*;i/A : *9 J— )V= 1 0 : 1) ; 

NM R (300 MHz, DMSO-dJ : 6 7.78 (d, J = 1.8 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 
(d, J = 1.8 Hz, 1H), 7.26-7.14 (m, 2H), 7.05 (d, J = 7.8 Hz, 1H), 6.91 (s, 1H), 6.70- 
6.62 (m, 2H), 6.24 (t, J = 1.8 Hz, 1H), 5.25 (s, 2H), 4.26 (t, J = 6.3 Hz, 2H), 3.25 (t, J 
= 6.3 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.35 (t, J = 7.8 Hz, 2H) 0 
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mffi,M3 (7 3) 

3- (2- (2- (±7*vy-2-j )\/) *-Y**y) -4- (2-^^;i/ 



5 




TLC : Rf 0.39 (^DD7h;i/A : ^^y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : <? 8.24 (d, J = 3.0 Hz, 1H), 7.85-7.72 (m, 4H), 
7.50-738 (m, 3H), 7.20-7.12 (m, 2H), 7.04 (d, J = 8.4 Hz, 1H), 6.95-6.85 (m, 2H), 
4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 
10 2J4(t,J = 8.1Hz,2H),2.48(s,3H)o 

3- (2- (2- (*-7*l/>-2-' f;i/) xh^) -4- (KUS»- 



15 




TLC : Rf 0.41 ('Mrtf-> : l»i^= 1:1) ; 
NMR (300 MHz, CDC1,) : 6 8.20 (m, 1H), 7.84-7.61 (m, 5H), 7.48-737 (m, 3H), 
7.13 (d, J = 8.1 Hz, 1H), 6.97 (m, 1H), 6.86 (dt, J = 8.4, 1.1 Hz, 1H), 6.68-6.59 (m, 
2H), 4.22 (t, J = 6.7 Hz, 2H), 3.26 (t, J = 6.7 Hz, 2H), 2.90 (t, J = 7.9 Hz, 2H), 2.55 (t, 
20 J = 7.9Hz,2H) 0 
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mmm3 (75) 

3- (2- (2- (±7*l/>- 1-4)1) xh=^» -4- 

-l-f;wwv) 7n;i>M 



TLC : Rf 0.30 (^DD*;i/A : 10:1) ; 

NMR (300 MHz, CDCI3) : 6 8.07 (d, J = 8.1 Hz, 1H), 7.87 (d, J = 15 Hz, 1H), 
7.76 (dd, J = 6.3, 3.3 Hz, 1H), 7.57-7.42 (m, 5H), 733 (d, J = 2.4 Hz, 1H), 7.08 (d, J 
= 7.5 Hz, 1H), 6.69 (d, J = IS Hz, 1H), 6.66 (s, 1H), 6.24 (t, J = 2.4 Hz, 1H), 5.21 (s, 
10 2H), 4.27 (t, J = 6.6 Hz, 2H), 3.56 (t, J = 6.6 Hz, 2H), 2.85 (t, J = 7.2 Hz, 2H), 2.49 (t, 
J = 7.2Hz,2H)o 

Hffe^J3 (7 6) 

3- (2- (2- (^D-T>-2-^;i/) xf^) -4- (t^y-;i>- 
15 l-> f;M3Vl/) 7^-;i/) 7"n/i>S 



TLC : Rf 0.31 (?DD*M : /-;i/= 10:1) ; 

NMR (300 MHz, CDCI3) : 6 7.55 (d, J = 1.2 Hz, 1H), 7.39 (d, J = 1.8 Hz, 1H), 



5 
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7.13 (d, J = 8.4 Hz, 1H), 7.09-7.02 (m, 2H), 6.87-6.70 (m, 4H), 6.28 (t, J = 1.8 Hz, 
1H), 5.28 (s, 2H), 4.35-4.09 (m, 3H), 2.92 (t, J = 7.2 Hz, 2H), 2.90-2.70 (m, 2H), 
2.61 (t, J = 7.2 Hz, 2H), 2.20-2.00 (m, 3H), 1.88-1.75 (m, 1H) 0 

5 HjKSfflJ3 (7 7) 

3- (2- (2- (^7#U>-2--f )l) -4-7iy^>7 
3i 7n^>$ 



TLC : Rf 0.60 (-M^-> : Jgm^)V- 1:1); 
10 N M R (300 MHz, CDC1 3 ) : 6 7.84-7.70 (m, 4H), 7.50-7.25 (m, 5H), 7.14-6.94 (m, 
4H), 6.56 (d, J = 2.4 Hz, 1H), 6.47(dd, J = 8.1, 2.4 Hz, 1H), 4.19 (t, J = 6.5 Hz, 2H), 
3.25 (t, J = 6.5 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 

mmm3 (7 8) 

is 3- (2- (2- (i-p<5 L ;i/^>h*-;b-3—f;i/) ^h*-» -4 - (t: 



TLC : Rf 0.38 (^DDiJvi/A : ^^y-;i/= 15:1) ; 

NMR (300 MHz, CDCI3) : 6 7.61 (m, 1H), 7.53 (d, J = 1.8 Hz, 1H), 7.34 (d, J = 





COOH 
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1.8 Hz, 1H), 7.33-7.19 (m, 3H), 7.16-7.08 (m, 2H), 6.96 (s, 1H), 6.74-6.66 (m, 2H), 
6.25 (t, J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.17 (t, J = 6.6 Hz, 2H), 3.75 (s, 3H), 3.22 (t, J 
= 6.6 Hz, 2H), 2.91 (t, J = 8.1 Hz, 2H), 2.56 (t, J = 8.1 Hz, 2H) D 

5 mmm3 (79) 

3- (2- (2- (±7#l/>-2— PI/) ^b=^» -4- (4-^^)1 



T L C : R f 0.45 (# DD*;i/A : ^ £ y — ;i/= 7:1) ; 
10 NMR (300 MHz, CDO,) : 6 7.84-7.58 (m, 5H), 7.47-736 (m, 3H), 7.14-7.07 (m, 
1H), 6.88-6.44 (m, 3H), 4.93 and 4.91 (s, 2H), 4.22-4.08 (m, 2H), 3.27-3.17 (m, 2H), 
2.95-2.85 (m, 2H), 2.60-2.49 (m, 2H), 2.20 and 2.08 (s, 3H) » 

fgflS0>J3 (8 0) 

15 3- (2- (4-^f-;i/-2- (±7^l/>-2— f;i/) ^>3MM-=^» 

-4- ( tr-^ y— 1— f ;m^;u) 7i^) 7"n^>£ 





TLC : Rf 0.47 (^DD^M : pf^y-;i/=10 : 1) ; 
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N MR (300 MHz, CDd 3 ) : 6 7.83-7.76 (m, 3H), 7.70 (s, 1H), 7.53 (d, J = 1.8 Hz, 
1H), 7.47-7.37 (m, 3H), 7.34 (d, J = 1.8 Hz, 1H), 7.05 (d, J = 7.5 Hz, 1H), 6.71-6.64 
(m, 2H), 6.26 (t, J = 1.8 Hz, 1H), 5.23 (s, 2H), 4.14-3.99 (m, 2H), 3.33 (m, 1H), 2.89- 
2.66 (m, 2H), 2.35 (t, J = 7.5 Hz, 2H), 1.88-1.42 (m, 3H), 0.91 (d, J = 6.3 Hz, 3H), 
5 0.89 (d, J = 63 Hz, 3H)o 

gS§Sfl!l3 (8 1) 

3- (2- (2- (±7*\sy-2—> f)l) xb3^» -4- (2->>7y 



TLC:Rf 0.51 (^DO*M:^^;-;V=9 : 1) ; 
NMR (300 MHz, CDCU : d 8.27 (dd, J = 4.5, 12 Hz, 1H), 7.84-7.70 (m, 4H), 
7.50-7.27 (m, 5H), 7.13 (d, J = 7.8 Hz, 1H), 6.96 (s, 1H), 6.87 (d, J = 15 Hz, 1H), 
5.17 (s, 2H), 4.31 (t, J = 6.3 Hz, 2H), 3.28 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 8.1 Hz, 2H), 
15 2.52 (t, J = 8.1 Hz, 2H) 0 

mkMZ (8 2) 

3- (2- (2-^ N^r^-2- (±7^1/>-2->f;i/) xh^» -4 
- (t^\7-;i/- l->f;M^;i>) 7^=. ft) yu;i>m 



10 




20 
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TLC : Rf 031 (^Dn*;i/A : ^^y-;i,= 10:1) ; 
N M R (300 MHz, CDd 3 ) : 6 7.90-7.80 (m, 4H), 7.55-7.45 (m, 4H), 733 (d, J = 
2.1 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.71 (dd, J = 7.8, 13 Hz, 1H), 6.64 (s, 1H), 
6.25 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.73 (dd, J = 6.9, 4.8 Hz, 1H), 4.22 (dd, J = 9.9, 
5 6.9 Hz, 1H), 4.07 (dd, J = 9.9, 4.8 Hz, 1H), 337 (s, 3H), 2.87 (t, J = 73 Hz, 2H), 
2.53(dt,7.5,7.5Hz,2H)o 

mm 3 (8 3) 

3 - (2 - ( 4 - ^ f^- 2 - 7 ir;v^>?;i/t^ri/) -4- (\f^J— 

io ;i/-i-> f;M^-;i/) 7ir;i/) :rtm>ft 



TLC : Rf 0.44 (^DD^UA : ^^y—;i/= 1 0 : 1) ; 
NMR (300 MHz, CDC1 3 ) : d 7.54 (m, 1H), 738-7.17 (m, 6H), 7.07 (d, J = 7.5 Hz, 
1H), 6.69 (dd, J = 7.5, 13 Hz, 1H), 6.65 (s, 1H), 6.26 (t, J = 2.4 Hz, 1H), 5.24 (s, 2H), 
15 4.06-3.91 (m, 2H), 3.15 (m, 1H), 2.90-2.68 (m, 2H), 2.40 (t, J = 7.8 Hz, 2H), 1.78- 
1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H) 0 

mm (3 4) 

3- (2- (4-^5^-2 -7x^;U^>^;M-**/) -A-7^;3r*y 

20 ^f;i/7i-;v) ^d^^ 
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TLC : Rf 0.35 (^V~> :Wm^)l=2 : 1) 0 

mmm3 (8 5) 

5 3- (2- (2- (:M7*l/>-2 — f;i/) xh#>» -4-7i;^ 



TLC : Rf 0.21 ('v*tf> : BKto:^-^ 2 : 1) ; 
N MR (300 MHz, CDQ,) : 7.82-7.78 (ro, 3H), 7.74 (bra, 1H), 7.48-7.39 (m, 3H), 
10 7.30-7.25 (m, 2H), 7.13 (d, J = 7.8 Hz, 1H), 6.97-6.90 (m, 5H), 4.99 (s, 2H), 4.29 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.56-2.51 (m, 2H)o 

mm.M3 (8 6) 

3- (2- (2- (±7#b>-2--f;i/) -4-7i-;i/75 
15 /^f;i/7i^) t*d;^>^ 
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TLC : Rf 0.45 (^PD*;i/A : *$J— ;i/= 9 : 1) 0 

•mmmz (8 7) 

5 3- (2- (2- C*-7*l/>-2— -4- (N-7i- 




TLC : Rf 0.45 (^UD^VA : *$J— ;i/= 9 : 1) o 

10 mmz (8 8) 

3- (2- (2- (±!7*l/>-2— f;U) xh*^) -4- (N-^;i/ 




TLC : Rf 0.45 (^CD*M : ^*^-;V=9 : 1) . 

15 
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mmm3 (8 9) 

3- (2- (2- (±7^V>-2— -4- (3- (fcT5 
f;i/) 7uV))s) 7i-jp) yuji>M 

/\ /COOH 



5 TLC:Rf 0.51 (^DD*;|/A : ^^/-;i/= 1 0 : 1) ; 

N M R (300 MHz, CDC1 3 ) : <? 7.84-7.76 (m, 3H), 7.75 (s, 1H), 7.51 (d, J = 2.1 Hz, 
1H), 7.49-7.38 (m, 3H), 7.33 (d, J = 2.1 Hz, 1H), 7.03 (d, J = 7.5 Hz, 1H), 6.69-6.61 
(m, 2H), 6.23 (t, J = 2.1 Hz, 1H), 4.25 (t, J = 6.6 Hz, 2H), 4.11 (t, J = 7.2 Hz, 2H), 
3.27 (t, J = 6.6 Hz, 2H), 2.87 (t, J = 72 Hz, 2H), 2.58-2.47 (m, 4H), 2.22-2.10 (m, 



mmm3 oo) 

3- (2- (2- (i-7^]y>-2-^ Jl) x>^^) -4- (2-^DD 



TLC :Rf 0.60 (^DD*M:^^;-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.84-7.72 (m, 4H), 7.49-7.38 (m, 3H), 7.24 (d, J = 
8.1 Hz, 1H), 7.13 (d, J = 7.5 Hz, 1H), 7.03 (s, 1H), 6.95-6.89 (m, 1H), 6.77 (s, 1H), 
6.74-6.68 (no, 1H), 5.06 (s, 2H), 431 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 




10 2H)o 



15 
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2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.29 (s, 3H) 0 
mMM3 (9 1) 

3- (2- (2- (^7*l/>-2— -4- {Z-V?; 
5 7i^^f;i/) 7ir;i/) yu^>m 



TLC:Rf 0.60 (^DDTjtM : ^^y-;i/=9 : 1) ; 
NMR (300 MHz, CDClj) : 6 7.84-7.72 (m, 4H), 7.50-7.31 (m, 4H), 7.28-7.12 (m, 
4H), 6.92-6.86 (m, 2H), 4.99 (s, 2H), 4.29 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 8.1 Hz, 2H), 2.54 (t, J = 8.1 Hz, 2H)o 

mmm3 02) 

3- (2- (2- (^-7^l/>-2— f;i/) xh^» -4- (2-^h* 

^ ^ XOOH 



T L C : R f 0.54 (# dd^I/A \ ?>*7 J —/U— 9:1) ; 

NMR (300 MHz, CDCl 3 ) : 6 7.84-7.70 (m, 4H), 7.50-738 (m, 3H), 7.11 (d, J = 

7.5 Hz, 1H), 7.00-6.80 (m, 6H), 5.09 (s, 2H), 4.28 (t, J = 6.3 Hz, 2H), 3.86 (s, 3H), 




15 
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3.26 (t, J = 6.3 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 Hz, 2H)o 
IM3 (9 3) 

3- (2- (2- (j-7*\s>-2-j)l) -4- (2-^^;i/ 

5 7x;^fji/) rn/^^ 



TLC : Rf 0.54 (^DD*M : ^^y— ;i/=9 : 1) ; 
NMR (300 MHz, CDd 3 ) : 6 7.84-7.72 (m, 4H), 7.50-7.38 (m, 3H), 7.20-7.10 (m, 
3H), 6.98-6.82 (m, 4H), 5.01 (s, 2H), 4.30 (t, J = 6.6 Hz, 2H), 3.28 (t, J = 6.6 Hz, 2H), 
10 2.91 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H), 2.27 (s, 3H)„ 

*jfcH3 (9 4) 

3- (2- (2-Z7^-)\,x.h*i/) -A-7^J*l/*?-)V7 7 



TLC : Rf 0.65 :Jgm^?V= 1:1) ; 

NMR (300 MHz, CDQ 3 ) : 6 7.34-7.19 (m, 7H), 7.13 (m, 1H), 6.99-6.90 (m, 5H), 

4.99 (s, 2H), 4.20 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.93-2.87 (m, 2H), 





COOH 
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2.57-2.52 (m,2H) 0 

mmm3 (95) 

3- (2- (2-7^-;i/jih^>» -4- (\Z : ?V-)l-l-'()l*?)V) 
5 7xr^) 7Urt>M 



TLC : Rf 0.58 (^DD^I/A : ^^y-;i/=9 : 1) ; 
NM R (300 MHz, CDdj) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36-7.20 (m, 6H), 7.09 (d, 
J = 7.2 Hz, 1H), 6.71 (d, J = 7.5 Hz, 1H), 6.66 (s, 1H), 6.26 (t, J = 1.8 Hz, 1H), 5.22 
10 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.07 (t, J = 6.6 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2Jl(t,J = 7.8Hz,2H)o 

mfaffl3 (9 6) 

3- (2- (4-^3^-2- (3, 5-^^7i^Jl/) 

is -4- r;M^;i>) 7i-;i/) yu/^ym. 

XOOH 





TLC : Rf 0.50 (iix?;i/) ; 
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N MR (300 MHz, CDClj) : 6 7.54 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.08 (d, J = 7.8 Hz, 1H), 6.84 (s, 3H), 6.69 (d, J = 7.8 Hz, 1H), 6.65 (s, 1H), 6.26 (d, 
J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.01-3.89 (m, 2H), 3.12-3.02 (m, 1H), 2.90-2.72 (m, 
2H), 2.45 (t, J = 7.8 Hz, 2H), 2.29 (s, 6H), 1.71-1.42 (m, 3H), 0.90-0.87 (m, 6H)» 



WJ3 (9 7) 

3- (2- (4-^^-2- (4-7;i/^-D-3 -^f-;P7^-;u) ^> 
-4- (K7y-^- 1-' f;M^;u) 7i-;i/) fux>m 



10 TLC : Rf 0.47 (^DD^l/A : ^9 J —f\f— 19:1) ; 

NMR (300 MHz, CDCQ : 6 7.54 (dd, J = 2.1, 0.5 Hz, 1H), 7.35 (dd, J = 2.1, 0.5 
Hz, 1H), 7.10-6.87 (m, 4H), 6.71 (dd, J = 7.4, 1.4 Hz, 1H), 6.64 (d, J = 1.4 Hz, 1H), 
6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 3.98 (dd, J = 8.9, 6.0 Hz, 1H), 3.89 (dd, J = 8.9, 
7.5 Hz, 1H), 3.09 (m, 1H), 2.89-2.68 (m, 2H), 2.41 (t, J = 8.0 Hz, 2H), 2.24 (d, J = 

15 1.8 Hz, 3H), 1.71-1.37 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.88 (d, J = 6.6 H z, 3H) 0 

mmmz p8) 

2- (2- (2-^ic-;i/xh^) -4- (e^/-;i/- 1— f;i/^^;i/) 



5 
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TLC : Rf 0.34 (^nn^M : ^^;-;i/=2 0 : 1) ; 
N M R (300 MHz, CDd 3 ) : 6 8.01 (dd, J = 7.8, 1.5 Hz, 1H), 754 (d, J = 1.8 Hz, 
1H), 7.40-7.15 (m, 8H), 7.06 (d, J = 7.8 Hz, 1H), 6.89 (d, J = 7.8 Hz, 1H), 6.70-6.65 
5 (m, 2H), 6.25 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 435 (s, 2H), 4.08 (t, J = 6.9 Hz, 2H), 
2.97(t,J = 6.9Hz,2H) e 

^jj(g#iJ3 (9 9) 

2- (2- (2- (i-7^l/>-2->f;i/) cnh*^) -4- (\Z^J—fr 

io - 1 f ;M^;i/) £M& 



TLC : Rf 0.34 (^Dn^l/A : **y--;i/=2 0 : 1) ; 
N M R (300 MHz, GDC1 3 ) : <5 7.98 (dd, J = 7.8, 1.5 Hz, 1H), 7.80-7.67 (m, 3H), 
7.60 (s, 1H), 7.53 (d, J = 1.8 Hz, 1H), 7.43-738 (m, 2H), 7.32-7.18 (m, 4H), 6.99 (d, 
15 J = 7.8 Hz, 1H), 6.87 (d, J = 7.8 Hz, 1H), 6.67-6.60 (m, 2H), 6.23 (s, 1H), 5.18 (s, 
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2H), 4.35 (s, 2H), 4.14 (t, J = 63 Hz, 2H), 3.11 (t, J = 6.3 Hz, 2H) Q 
mMM3 (10 0) 

2- (2- (4-^^;i/-2-7^zi;i/^>5 : -;i/^i/) -4- (K9Vf— 

5 ;i/-i-^f;Mf;v) ^Ifi 



TLC : Rf 0.58 (^nD*;VA : *9 J — )\>= 10:1) ; 
N MR (300 MHz, DMSO-d 6 ) : 6 8.04 (d, J = 7.5 Hz, 1H), 7.54 (d, J = 2.1 Hz, 1H), 
7.40-7.10 (m, 8H), 6.97 (d, J = 7.8 Hz, 1H), 6.90 (d, J = 7.2 Hz, 1H), 6.70-6.60 (m, 
10 2H), 6.25 (t, J = 2.1 Hz, Hi), 5.19 (s, 2H), 4.36 (d, J = 16.5 Hz, 1H), 4.27 (d, J = 16.5 
Hz, 1H), 3.94 (d, J = 6.3 Hz, 2H), 3.02 (m, 1H), 1.62-1.20 (m, 3H), 0.79 (d, J = 6.3 
Hz,6H)o 

mmz (ion 

15 2- (2 - (4-*f-JU-2- (3, ^>7-)\>** 
$/) -4- f^M^vJU) "<>5>/lO £Ji#^ 
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TLC : Rf 0.60 (#DD/ft;VA : 10:1) ; 

N M R (300 MHz, DMSO-d 6 ) : 6 8.03 (dd, J = 7.5, 1.2 Hz, 1H), 7.54 (d, J = 1.8 Hz, 
1H), 7.40-7.23 (m, 3H), 6.99 (d, J = 6.9 Hz, 1H), 6.89 (d, J = 8.1 Hz, 1H), 6.84-6.76 
5 (m, 3H), 6.68-6.60 (m, 2H), 6.24 (t, J = 1.8 Hz, 1H), 5.1 7 (s, 2H), 439 (d, J = 16.2 
Hz, 1H), 431 (d, J = 16.2 Hz, 1H), 3.90 (d, J = 6.3 Hz, 2H), 2.96 (m, 1H), 2.24 (s, 
6H), 1.60-1.26 (m, 3H), 0.79 (d, J = 63 Hz, 6H) 0 

^fB^»J3 (10 2) 

10 3- (2- (4-^;i/-2- (4-^ Y*f/-l, 3-V**1M>y> 

-6->t;p) "^^/m-**) -4- (t^y— 1— f;M^) ^ 




COOH 



T L C : R f 0.65 (Mx^;i/) ; 
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NMR (300 MHz, CDClj) : <$ 7.54 (d, J = 2.1 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 
7.08 (d, J = 7.2 Hz, 1H), 6.70 (d, J = 7.2 Hz, 1H), 6.65 (s, 1H), 6.44 (d, J = 1.5 Hz, 
1H), 6.40 (d, J = 1.5 Hz, 1H), 627 (t, J = 2.1 Hz, 1H), 5.93-5.91 (m, 2H), 5.24 (s, 
2H), 4.00-3.85 (m, 2H), 3.89 (s, 3H), 3.10-3.00 (m, 1H), 2.91-2.71 (m, 2H), 2.43 (t, J 
5 = 7.5 Hz, 2H), 1.66-1.43 (m, 3H), 0.90-0.87 (m, 6H) a 

mmm3 a 03) 

3- (2- (2- (^-7^l/>-2-> :nh=^» -4- (3—>7V 



TLC : Rf 0.53 (7DO*M : ^^/-;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.84-7.75 (m, 3H), 7.73 (s, 1H), 7.49-7.38 (m, 3H), 
7.22 (t, J = 7.8 Hz, 1H), 7.11 (d, J = 7.8 Hz, 1H), 6.96 (d, J = 7.8 Hz, 1H), 6.86-6.74 
(m, 4H), 430-420 (m, 4H), 3.27 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.54 (t, 
15 J = 7.8Hz,2H)o 

mmm3 (104) 

3- (2- (2- (^7^1x>-2—f;U) :nh^» -4- (2-*?)]/ 
7ir;i/7^^f;i/) 7i-;i/) rD/iv^ 
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COOH 



a 



NH 




TLC : Rf 0.53 (#tm*;i/A : J— )V=9 : 1) ; 
N MR (300 MHz, CDCI3) : <5 7.84-7.76 (m, 3H> 7.73 (s, 1H), 7.50-7.38 (m, 3H), 
7.14-7.04 (m, 3H), 6.92-6.84 (m, 2H), 6.67 (t, J = 7.8 Hz, 1H), 6.60 (6,3 = 7.8 Hz, 
5 1H), 4.32-4.22 (m, 4H), 3.26 (t, J = 6.3 Hz, 2H), 2.90 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 
8.1 Hz, 2H), 2.15 (s, 3H)o 

3Tfif60!l3 (10 5) 

3- (2- (2- (:K7*V>-2— f ;b) xb*^) -4- (^U^>- 
10 S-^^T^y^^;!/) 7xz;i/) 7*D/^>^ 



TLC : Rf 0.41 (^nn*;i/A : *$J— ;v=9 : 1) ; 
N M R (300 MHz, CDCI3) : 5 8.05 (d, J = 2.7 Hz, 1H), 7.94 (dd, J = 4.5, 1.5 Hz, 
1H), 7.84-7.74 (m, 3H), 7.72 (brs, 1H), 7.48-7.36 (m, 3H), 7.14-7.04 (m, 2H), 6.92- 
15 6.78 (m, 3H), 4.28-4.18 (m, 4H), 3.25 (t, J = 6.6 Hz, 2H), 2.91 (t, J = 15 Hz, 2H), 
2.55 (t, J = 7.5 Hz, 2H) 0 

^ffi6#H3 (10 6) 




N 
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3- (2- (2- {^yJJfrTX;) xh^pj/) -4- (^^-^-l 



TLC : Rf 0.48 (^DD*;VA : ;i"= 9 : 1) ; 

5 NMR (300 MHz, CD 3 OD) : 6 7.85-7.77 (m, 2H), 7.65 (d, J = 2.1 Hz, 1H), 
7.55-7.40 (m, 4H), 7.10 (d, J = 7.8 Hz, 1H), 6.82 (s, 1H), 6.70 (d, J = 7.5 Hz, 1H), 
6.30 (dd, J = 2.1, 2.1 Hz, 1H), 5.28 (s, 2H), 4.15 (t, J = 5.7 Hz, 2H), 3.78 (t, J = 5.7 
Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H)o 

10 mmMZ (10 7) 

3- (2 - (2- l?!-;^-^^) ^h=^» -4- (t7^ 
— 1— f;k?Wl>) 7i-;i') 7"D^>i 



15 NMR (300 MHz, CD 3 OD) : 6 7.89-7.84 (m, 2H), 7.64 (d, J = 2.1 Hz, 1H), 
7.58-7.46 (m, 4H), 7.08 (d, J = 7.8 Hz, 1H), 6.70 (d, J = 7.8 Hz, 1H), 6.66 (s, 1H), 
6.31 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 3.93 (t, J = 5.7 Hz, 2H> 3.28 (m, 2H), 2.83 (t, J 
= 7.5 Hz, 2H), 2.49 (t, J = IS Hz, 2H)o 





TLC : Rf 0.48 (^Dn*M : ^^y— ;i/=9 : 1) ; 
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mm 3 go 8) 

3- (2- (2- (N-*?fl/-H-°7*=.)l>Z))/*-)V?$;) xh^» 
-4- (t7^;-;i/-l-^;Mf;i/) yunym. 



5 TLC : Rf 0.67 (^DD*;VA : ^*y-;i/=9 : 1) ;' 

NMR (300 MHz, CDC1,) : 6 7.80 (d, J = 8.1 Hz, 2H), 7.64-7.49 (m, 4H), 7.40 (d, 
J = 2.1 Hz, 1H), 7.13 (d, J = 7.8 Hz, 1H), 6.76 (d, J = 7.8 Hz, 1H), 6.65 (d, J = 2.1 Hz, 
1H), 6.29 (t, J = 2.1 Hz, 1HX 5.27 (s, 2H), 4.10 (t, J = 5.4 Hz, 2H), 3.44 (t, J = 5.4 Hz, 
2H), 2.90 (t, J = 7.5 Hz, 2H), 2.90 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H) 0 

10 

mmmz (109) 

3- (2- (2-* h^>-3-7x;^>7*D^i/) -4- (tr^v/- 
1 -> r;M^;i/) 7xrji/) yu^>m 

_ XOOH 



15 TLC : Rf 0.35 (If&:n^;i/) ; 

NMR (300 MHz, CDQ,) : 5 7.54 (d, J = 2.1 Hz, 1H), 7.37 (d, J = 2.1 Hz, 1H), 
7.31-7.28 (m, 2H), 7.12 (d, J = 7.2 Hz, 1H), 6.98-6.91 (m, 3H), 6.76-6.71 (ra, 2H), 
6.28 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.20-4.07 (m, 4H), 3.97-3.90 (m, 1H), 3.56 (s, 
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3H), 2.93 (t, J = 7.5 Hz, 2H), 2.64-2.58 (m, 2H) 0 

mmm3 (no) 

3- (2- (2-ih^-3-7i;^>rn^J/) -4- (t^V- 
5 ;i/-i-^;i/^^;i/) 7i^) t'p^v^ 



TLC : Rf 0.45 (Wm^-m) I 

N M R (300 MHz, CDC1 3 ) : d 7.54 (d, J = 1.8 Hz, 1H), 736 (d, J = 1.8 Hz, 1H), 
7.31-7.27 (m, 2H), 7.12 (d, J = 7.5 Hz, 1H), 6.98-6.91 (m, 3H), 6.75-6.71 (m, 2H), 
10 6.27 (t, J = 1.8 Hz, 1H), 5.26 (s, 2H), 4.16-3.99 (m, 5H), 3.75 (q, J = 6.9 Hz, 2H), 
2.96-2.90 (m, 2H), 2.65-2.59 (m, 2H), 1.24 (t, J = 6.9 Hz, 3H)o 

mmm3 am 

3- (2- (2- (^-7^t'>-2— -4- (t^/-;i/ 
15 -l--f;M^;v) - 5 -^?DD7xz;i/) 7tirt>m 



TLC : Rf 0.24 Mf1t> :H*x^;b=2 : 1> 05%m) ; 

N MR (300 MHz, CDC1 3 ) : 5 7.82-7.74 (m, 3H), 7.68 (s, 1H), 7.56 (d, J = 2.1 Hz, 
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1H), 7.47-738 (m, 3H), 736 (dd, J = 8.1, 1.8 Hz, 1H), 7.13 (s, 1H), 6.51 (s, 1H), 
6.28 (t, J = 2.1 Hz, 1H), 536 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.18 (t, J = 6.6 Hz, 2H), 
2.81 (t, J = 7.8 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H)o 

5 mmm3 d 12) 

3- (2- (2- (^7*i/>-2-^;i/) ^h^5/) -4- 
-1— r;M^;i/) -5-^ h^->^ac-;i/) ro^>m 




TLC : Rf 030 ('v*tf> : M^;i/= 1 : U 0.5%ffi^) ; 
10 NMR (300 MHz, CDCU : 7.82-7.74 (m, 3H), 7.69 (bs, 1H), 7.52 (d, J = 2.1 Hz, 
1H), 7.47-735 (m, 4H), 6.70 (s, 1H), 6.59 (s, 1H), 6.22 (t, J = 2.1 Hz, 1H), 5.27 (s, 
2H), 4.14 (t, J = 6.6 Hz, 2H), 3.76 (s, 3H), 3.18 (t, J = 6.6 Hz, 2H), 2.84 (t, J = 75 Hz, 
2H), 2.49 (t, J = 7.5 Hz, 2H)o 

15 mmm3 (i 1 3) 

3- (2- (2- %W—JU-1-' <») ^h^>) -4- (tf 

1— f;M^;i/) yn;^^ 




TLC : Rf 0.55 (^DD^H : jrf#/-;i/=5 : 1) ; 

161 



Page: 163 



WO 03/016254 




PCT/. 




18120 



NMR (300 MHz, DMSO-d„) : 6 8.24 (s, 1H), 7.74 (m, 1H), 7.68 (d, J = 7.8 Hz, 
1H), 7.63 (d, J = 7.8 Hz, 1H), 7.42 (m, 1H), 7.25 (dd, J = 7.8, 12 Hz, 1H), 7.18 (dd, J 
= 7.8, 12 Hz, 1H), 7.02 (d, J = 7.8 Hz, 1H), 6.80 (s, 1H), 6.63 (d, J = 7.8 Hz, 1H), 
6.22 (m, 1H), 5.20 (s, 2H), 4.69 (t, J = 5.1 Hz, 2H), 4.23 (t, J = 5.1 Hz, 2H), 2.60 (t, J 
5 =7.5Hz,2H),2.26(t,J = 7.5Hz,2H)o 

mmm3 d 1 4) 

3- (2- (4-^;i/-2- (4-7MD-3-^Wi^) 

-4- (3->>7;7i;jp^^) 7i^) :rn>n>^ 

^ /\ XOOH 



TLC : Rf 0.57 (^DP*;i/A : 1 0 : 1) o 

mmm3 (us) 

3- (2- (4-pW1/-2- (4-7MD-3-^^7i-;i/) ^> 

15 3-)\s**c*/) -4-7i;^^7i^;v) :/d;i>^ 



10 





TLC : Rf 0.57 (^DD4V1/A : ^y-;i,= 1 0 : 1) „ 



162 



Page: 164 



WO 03/016254 



# 



pct/; 




'08120 



mmm3 (i 1 6) 

3- (2- (2- (2-^;w<>\/-f *^V-;i/-i-' r;i/) 
-4- ;p- l— omttu) m/iv^ 



TLC : Rf 0.41 (^DO*M : pt*y-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d^) : 6 7.73 (dd, J = 2.2, 0.6 Hz, 1H), 7.59 (m, 1H), 7.50 
(m, 1H), 7.41 (dd, J = 2.2, 0.6 Hz, 1H), 7.22-7.10 (m, 2H), 7.01 (d, J = 7.7 Hz, 1H), 
6.83 (d, J = 1.6 Hz, 1H), 6.63 (dd, J = 7.7, 1.6 Hz, 1H), 6.22 (t, J = 2.2 Hz, 1H), 5.20 
10 (s, 2H), 4.65 (t, J = 5.0 Hz, 2H), 4.25 (t, J = 5.0 Hz, 2H), 2.60 (s, 3H), 237 (t, J = 7.7 
Hz, 2H), 2.24 (t, J = 7.7 Hz, 2H) G 

mmm 3 (117) 

3- (2- (2- ( lH—Y>*V-;i/- if^) -4- (£ 

15 7^-;i/-l-^f;M^v) 7i-;i/) :/d^>^ 



T L C : R f 0.58 (^ □ n*;i/A : ^ 19:1) ; 

NMR (300 MHz, CDClj) : 6 8.02 (d, J = 0.9 Hz, 1H), 7.71 (d, J = 7.8 Hz, 1H), 

735-7.46 (m, 2H), 7.41-7.31 (m, 2H), 7.12 (m, 1H), 7.04 (d, J = 7.5 Hz, 1H), 6.70 (d, 



5 
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J = 7.5 Hz, 1H), 6.60 (s, 1H), 6.26 (t, J = 2.0 Hz, 1H), 5.22 (s, 2H), 4.78 (t, J = 5.2 Hz, 
2H), 4.35 (t, J = 5.2 Hz, 2H), 2.67 (t, J = 7.7 Hz, 2H), 2.28 (t, J = 7.7 Hz, 2H) Q 

WtW3 (118) 

5 3- (2- (2- (2H-^WhU7^-;i/-2-f;V) ^h^rSX) -4 

/\ XOOH 



TLC : Rf 0.42 (i'DD^l/A : j*#y-;i/= 10 : 1) „ 

10 *tefll3 (119) 

3- (2- (2- (lH-^Wh'J7 , ;-*-l-'f*) -4 

- (k? x /— /u-i— r/M77i/) 7i-;i/) 7u/t>m 



TLC : Rf 0.35 (^OD*M : /—;!/= 10: Do 

15 

**«3 (120) 

3- (2- (2- ( (3-^;i"<>\M» 7^7) -4- (tf 

7vr-;i/-i-> r;M^;i/) 7i-;i/) rn;^i 
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TLC : Rf 0.55 (ffflfcn*-;!/ : jt#J-fr=9 : 1) ; 
NMR (300 MHz, DMSO-ds) : 6 12.03 (s, 1H), 8.60-8.56 (m, 1H), 7.78 (d, J = 2.1 
Hz, 1H), 7.65-7.60 (m, 2H), 7.43-7.42 (m, 1H), 7.33-7.31 (m, 2H), 7.07 (d, J = 7.8 
5 Hz, 1H), 6.88 (s, 1H), 6.67 (d, J = 7.8 Hz, 1H), 6.24-6.23 (m, 1H), 5.24 (s, 2H), 4.06 
(t, J = 5.7 Hz, 2H), 3.65-3.59 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.43 (t, J = 7.5 Hz, 
2H), 2.33 (s, 3H)o 

mmm 3 ( 1 2 1 ) 

10 3- (2- (2- ( (3-^ b*i"*>V'(fr) oihdr^) -4- 

(K7 x ;-;i/-l-f^f-^) 7i-;v) 7*dm>b 




o 



TLC : Rf 0.50 (»8xf;i/ : ^^^-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d,,) : d 12.01 (s, 1H), 8.65-8.61 (m, 1H), 7.78 (d, J = 2.1 
15 Hz, 1H), 7.43-732 (m, 4H), 7.08-7.05 (m, 2H), 6.88 (s, 1H), 6.67 (d, J = 15 Hz, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.06 (t, J = 5.7 Hz, 2H), 3.78 (s, 3H), 3.65-3.60 
(m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.42 (t, J = 7.5 Hz, 2H)o 

»^J3 (12 2) 
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3- (2- (2- ( f;i/3t7;i/#— r^y) xf^) 

-4- (^y-;!/-!-^^^) 7u^>m 



TLC:Ef 0.30 (^DD^M:^^;-;i/=9 : 1) ; 
5 NMR (300 MHz, CDC1 3 ) : 6 8.32 (s, 1H), 7.92-7.82 (m, 4H), 7.58-7.48 (m, 3H), 
736 (d, J = 2.1 Hz, 1H), 7.11 (d, J = 7.8 Hz, 2H), 6.73 (d, J = 7.8 Hz, 1H), 6.65 (s, 
1H), 6.26 (dd, J = 2.1, 2.1 Hz, 1H), 5.24 (s, 2H), 4.10 (t, J = 5.1 Hz, 2H), 3.90 (dt, J = 
5.1, 5.1 Hz, 2H), 2.96 (t, J = 7.2 Hz, 2H), 2.63 (t, J = 7.2 Hz, 2H)o 

10 Hfi50U3 (12 3) 

3- (2- (2- ( Y*i"<> s JJ)\>) T%;) ^h*i/) -4- 

iX^J—)\/- 7zr;i/) :7d/1>$ 

^ XOOH 



TLC:Rf 0.19 (^DD*M:^^y-;V=9 : 1) ; 
15 NMR (300 MHz, CDC1 3 ) : S 7.77 (d, J = 8.7 Hz, 2H), 753 (d, J = 1.8 Hz, 1H), 
737 (d, J = 2.1 Hz, 1H), 7.09 (d, J = 7.8 Hz, 1H), 6.96 (m, 1H), 6.88 (d, J = 9.0 Hz, 
1H), 6.72 (d, J = 7.8 Hz, 1H), 6.63 (s, 1H), 6.27 (dd, J = 2.1, 1.8 Hz, 1H), 5.24 (s, 
2H), 4.02 (t, J = 4.8 Hz, 2H), 3.81 (s, 3H), 3.80 (m, 2H), 2.93 (t, J = 7.5 Hz, 2H), 
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2.60(t,J = 7-5Hz,2H) o 

mmms (12 4) 

3- (2- (2- ( (4-^np^>y-r;i/) T^) ^h**/) -4- (tf 



TLC : Rf 0.20 (#nn*;UA : p<#y-;i/= 9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.76 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, 1H), 
738-7.32 (m, 3H), 7.16 (m, 1H), 7.10 (d, J = 7.8 Hz, 1H), 6.73 (d, J = 7.8 Hz, 1H), 
10 6.63 (s, 1H), 6.27 (dd, J = 2.1, 2.1 Hz, 1H), 5.23 (s, 2H), 4.03 (t, J = 5.4 Hz, 2H), 
3.79 (dt, J = 5.4, 5.4 Hz, 2H), 2.94 (t, J = 7.2 Hz, 2H), 2.60 (t, J = 1.2 Hz, 2H)o 

ggflfeffiJ3 (12 5) 

3- (2- (4-^^-2~^> N /-f;v7^y^>^;i/^-^) -4 - (If 
15 r;M9Mi/) 7:n-;i/) :rn^>^ 



TLC : Rf 0.58 (^DD*/l/A : 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.80-7.74 (m, 2H), 7.53 (d, J = 2.1 Hz, 1H), 
7.51-7.35 (m, 4H), 7.10 (d, J = 7.7 Hz, 1H), 6.73 (d, J = 7.7 Hz, 1H), 6.64 (s, 1H), 
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6.48 (d, J = 8.7 Hz, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.65 (m, 1H), 4.05 (dd, 
J = 9.3, 3.9 Hz, 1H), 3.92 (dd, J = 9.3, 1.8 Hz, 1H), 2.90 (t, J = 7.8 Hz, 2H), 2.69- 
2.46 (m, 2H), 1.81-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H)o 

5 f^fll]3 (12 6) 

3- (2- (2- (*7*l/>-2->r;i0 -4- (4-7-fe^ 

;i/t^.7^>- 1— f;M^;i/) 7i^i/) t'd/iv^ 



TLC : Rf 0.29 (^nn*M : ^^y— ;i/= 1 0 : 1) » 

10 

3S8feflJ3 (12 7) 

3- (2- (2- (^-7^1x>-2—f^) x}^» -4- (^*l>> 
-4— f;!/^^;!/) 7i-Jb) 7*n/s>^ 



15 TLC : Rf 0.33 (?on*;i/A : j—)\,= 1 0 : 1) » 
ffeftgff]3 (12 8) 





O 
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3- (2- (2- u-^/i/^W-okp^) ^h*^) -4- (t^ 



TLC : Rf 0.20 (i'OD^UA : ^^y— ;i/=9 : 1) ; 
5 NMR (300 MHz, CDC1 3 ) : 5 7.70 (d, J = 8.4 Hz, 2H), 7.53 (d, J = 2.1 Hz, 1H), 
7.37 (d, J = 2.1 Hz, 1H), 7.19 (d, J = 8.1 Hz, 2H), 7.10 (d, J = 7.8 Hz, 1H), 6.98 (brs, 
1H), 6.72 (d, J = 7.5 Hz, 1H), 6.63 (s, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.03 
(t, J = 4.8 Hz, 2H), 3.81 (dt, J = 5.1, 4.8 Hz, 2H), 2.93 (t, J = 7.5 Hz, 2H), 2.60 (t, J = 
7.5 Hz, 2H), 236 (s, 3H) 0 



mm 3 (12 9) 

3- (2- (2- (i-y^i/>- 1 — r;i/*;i/^;i/7$y) - 



15 TLC : Rf 0.28 (?uu-fc)\/& : ;i/= 9 : 1) ; 

NMR (300 MHz, DMSO-dg) : 6 8.74 (m, 1H), 8.20 (m, 1H), 8.02-7.94 (m, 2H), 
7.80 (d, J = 2.4 Hz, 1H), 7.60-7.50 (m, 4H), 7.43 (d, J = 1.8 Hz, 1H), 7.09 (d, J = IS 
Hz, 1H), 6.92 (s, 1H), 6.68 (d, J = 7.5 Hz, 1H), 6.24 (dd, J = 2.4, 1.8 Hz, 1H), 5.26 (s, 




10 




169 



Page: 171 



WO 03/016254 



PCT) 




18120 



2H), 4.13 (t, J = 5.7 Hz, 2H), 3.71 (dt, J = 5.1, 5.7 Hz, 2H), 2.80 (t, J = 7.2 Hz, 2H), 
2.45 (m, 2H)o 

mm 3 (13 0) 

5 3- (2- (2- (2-^>^;i/*;i/^-;i/T^^) ^h^» -4- (tr 



TLC : Rf 0.54 (^DO*W : ;**y-;i/=9 : 1) ; 
N MR (300 MHz, DMSO-d,) : 6 8.22 (m, 1H), 7.78 (d, J = 2.4 Hz, 1H), 7.43 (d, 
10 J = 2.1 Hz, 1H), 730-7.15 (m, 5H), 7.07 (d, J = 8.1 Hz, 1H), 6.83 (s, 1H), 6.67 (d, J = 
8.1 Hz, 1H), 6.24 (dd, J = 2.4, 1.8 Hz, 1H), 5.24 (s, 2H), 3.94 (t, J = 5.4 Hz, 2H), 
3.46-3.38 (m, 4H), 2.74 (t, J = 7.5 Hz, 2H), 2.45 (t, J = 7.5 Hz, 2H)o 

mmm3 (13 d 

15 3- (2- (2- (2-*f-;i/^>V^;K7>^) oihdr^) -4- (K? 

^ XOOH 





TLC : Rf 0.38 (^DD*;i/A : J— )\>= 10:1), 
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mmmz (13 2) 

3- (2- (2- (2-^Dn^>^m;) ^h^rS/) -4- (bT^ 



5 




TLC : Rf 0.40 (^DD^M : *$;-)\/= 1 0 : 1) . 

mmmz (133) 

3- (2- (2- (2-^ h^F-^W-f^r^^) ^h*^) -4- 




TLC : Rf 0.42 (^DP*;W» : ^^^-;i/= 10 : 1) „ 
%flffll3 (13 4) 

15 3- (2-7i-;w;w^wh^>-4- (^7^-;v-i->f;M 
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COOH 



& 'iXi 



TLC : Rf 0.53 (^DD*;i/A : J— ;i>=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.79(s, 1H), 7.66 (d, J = 7.8 Hz, 2H), 7 52 (d, J = 2.1 
Hz, 1H), 7.38 (d, J = 2.1 Hz, 1H), 736-7.30 (m, 2H), 7.20-7.10 (m, 2H), 6.78 (d, J = 
5 7.8 Hz, 1H), 6.61 (s, 1H), 6.27 (t, J = 2.1 Hz, 1H), 5.26 (s, 2H), 4.45 (s, 2H), 3.06 (t, 
J = 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H)„ 

mmmz (i 3 5) 

3- (2- (i-7?u>- 1 --f ;i/*;w^>f;M h=^» - 4- (tf^^Z 
10 — l-W rn^vi 

^COOH 



TLC : Rf 0.53 (^DD*;i/A : ;i/=9 : 1) ; ' 

NMR (300 MHz, DMSO-d.) : 6 10.04 (s, 1H), 8.04-7.92 (m, 2H), 7.84-7.76 (m, 
2H), 7.65 (d, J = 7.2 Hz, 1H), 7.58-7.50 (m, 3H), 7.43 (d, J = 2.1 Hz, 1H), 7.15 (d, J 
15 = 7.8 Hz, 1H), 6.94 (s, 1H), 6.75 (d, J = 7.8 Hz, 1H), 6.22 (t, J = 2.1 Hz, 1H), 5.28 (s, 
2H), 4.85 (s, 2H), 2.90 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H) 0 
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mm (13 6) 

3- (2- (i-y^Uy-2—()Vfj)W^^)V^V^» -4- 



5 TLC : Rf 0.59 (^DD*M : ;V= 9 : 1) ; 

N M R (300 MHz, DMSO-d*) : 6 10.21 (s, 1H), 8.29 (s, 1H), 7.90-7.80 (m, 3H), 
7.74 (d, J = 1.8 Hz, 1H), 7.61 (dd, J = 8.7, 1.8 Hz, 1H), 7.50-738 (m, 2H), 7.36 (d, J 
= 1.8 Hz, 1H), 7.14 (d, J = 7.8 Hz, 1H), 6.85 (s, 1H), 6.72 (d, J = 7.8 Hz, 1H), 6.16 
(dd, J = 1.8, 1.8 Hz, 1H), 5.25 (s, 2H), 4.75 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.55 (t, J 

10 =7.2Hz,2H)o 

(13 7) 

3- (2- (3-7xz;i/7D^») -4-7i7^f;i/7i-^) 
7uA>M 



TLC : Rf 0.48 : BM^K= 1:1); 

NMR (300 MHz, CDCI3) :6 7.35-7.14 (m, 8H), 7.00-6.80 (m, 5H), 4.99 (s, 2H), 

4.00 (t, J = 6.3 Hz, 2H), 3.00-2.95 (m, 2H), 2.82 (dd, J = 7.8, 7.5 Hz, 2H), 2.72-2.67 




15 
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(m, 2H), 2.17-2.08 (m, 2H) Q 
^HffU3 (13 8) 

3- (2- (4-7 x.-)]/7h*is) -4-7x^^Wi-;i/) 7* 

5 



TLC : Rf 0.52 (^*V> : IHfcc*7i"= 1 : 1) ' ; 

NMR (300 MHz, CDC1,) : 5 7.34-7.13 (m, 8H), 7.00-6.90 (m, 5H), 5.00 (s, 2H), 

4.01-3.98 (m, 2H), 2.98-2.92 (m, 2H), 2.70-2.64 (m, 4H), 1.85-1.82 (m, 4H) o 

10 

mmm3 (i 39) 

3- (2- (2- (±7*^>-2— -r;i/) -4- (4-^^;i/ 





15 TLC : Rf 0.25 (^nD*M : *?;-))/=5 : 1) • 



mmm3 (140) 
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2- ( (2- (2- {3-~79V^-1-4M -4- (t7^- 




TLC : Rf 0.25 (ffl#x?-;i/ ;v=l : 1) 

5 

BW3 (14 1) 



2- (N-^f-;V-N- (2- (2- (i-y^]yy-2-^)V) xh^» 

-4- (K7y-/v-i-f^^) "osw y^y) a« 

N^COOH 
HCI 




10 TLC : Rf 0.30 (Sfif^ : **J—1S,= 1 : 1) «, 
§WJ3 (14 2) 

2- (N-j*>>;i/-N- (2- (2- (±7^l/>-2— f;i/) 

-4- ^- fww) r^y) BBS 
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TLC : Rf 0.45 (Sixf;i/ : *#S-)V=3 : 1) „ 

mmm3 (143) 

5 2 - (2- (±7$\sy-2-'i fr) h^r>» -4 - (^7^- 1 - 




TLC:Rf 0.63 (^DP*M:^^y-;i'=9 : 1) ; 
NMR (300 MHz, CDQ 3 ) : 6 8.10 (d, J = 7.8 Hz, 1H), 7.88-7.77 (m, 3H), 7.71 (s, 
10 1H), 7.59 (d, J = 1.5 Hz, 1H), 7.53-7.40 (m, 3H), 7.35 (dd, J = 8.4, 1.5 Hz, 1H), 6.91 
(d, J - 8.4 Hz, 1H), 6.79 (s, 1H), 633 (t, J = 2.1 Hz, 1H), 5.34 (s, 2H), 4.45 (t, J = 6.6 
Hz, 2H), 3.32 (t, J = 6.6 Hz, 2H)o 

mMM3 (14 4) 

15 3 - (2 - (2- (±7*]/>-2-4fr) x-h*i') -4- (tU^>- 
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0 



TLC : Rf 032 (^nD^;i/A : ^^y-;V=9 : 1) ; 

NMR (300 MHz, DMSO-cO : S 12.04 (s, 1H), 7.92 (dd, J = 4.8, 1.5 Hz, 1H), 



5 6.89 (m, 2H), 6.78 (m, 1H), 6.50-6.42 (m, 2H), 4.38 (d, J = 6.0 Hz, 2H), 4.22 (t, J = 
6.6 Hz, 2H), 3.19 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.35 (t, J = 7.5 Hz, 2H)o 



$mm3 (145) 

3- (2- (2- (i-y^\yy-2-^)i) ih^) -4- (^7^~;i/ 

10 -2 --Ol/TS.y^;]/) 7°D7-5>^ 

^ ^ XOOH 



TLC : Rf 0.50 (^DD*M : — ;i/= 9 : 1) ; 
N M R (300 MHz, DMSO-d 6 ) : 6 12.04 (s, 1H), 7.94 (t, J = 5.7 Hz, 1H), 7.90-7.80 
(m, 4H), 7.53-7.41 (m, 3H> 7.04 (d, J = 75 Hz, 1H), 6.98 (d, J = 3.6 Hz, 1H), 6.96 
15 (d, J = 1.5 Hz, 1H), 6.79 (m, 1H), 6.58 (d, J = 3.6 Hz, 1H), 4.35 (d, J = 5.7 Hz, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.20 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.36 (t, J = 
7.5 Hz, 2H)o 

mm\z (14 6) 

20 3- (2- (2-^^D^->;i/^-^>^h^S/) -4- (tfv^-;i/-l 

177 



7.89-7.79 (m, 4H), 7.51-7.41 (m, 3H), 7.33 (m, 1H), 7.01 (d, J = 7.5 Hz, 1H), 6.97- 
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TLC : Rf 0.34 (^DD*;i/A : p<*y-;i/=9 : 1) ; 
N M R (300 MHz, CDCl,) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36 (d, J = 15 Hz, 1H), 
7.12 (d, J = 7.8 Hz, 1H), 6.73 (d, J = 7.8 Hz, 1H), 6.67 (s, 1H), 6.23 (dd, J = 1.5, 1.5 
5 Hz, 1H), 5.26 (s, 2H), 4.05 (t, J = 4.8 Hz, 2H), 3.80 (t, J = 4.8 Hz, 2H), 334 (m, 1H), 
2.93 (t, J = 7.5 Hz, 2H), 2.65 (t, J = 15 Hz, 2H), 1.94 (m, 2H), 1.73 (m, 2H), 1.52 (m, 
1H), 1.36-1.16 (m,5H)o 

mmmz (147) 

10 3- (2- h>^ij;i/nt^Mh^f^) -4- (tr^y-;i/- 1— f 

rn;i>8 

^ XOOH 



TLC : Rf 0.49 (^DD*M : p<^y-;i/=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 7.55 (d, J = 2.1 Hz, 1H), 7.38 (d, J = 2.4 Hz, 1H), 
15 7.34-7.20 (m, 6H), 7.13 (d, J = 7.8 Hz, 1H), 6.78 (d, J = 7.8 Hz, 1H), 6.59 (s, 1H), 
6.29 (dd, J = 2.4, 2.1 Hz, 1H), 5.25 (s, 2H), 4.52-4.47 (m, 4H), 2.94 (t, J = 7.2 Hz, 
2H), 2.58 (t, J = 7.2 Hz, 2H)o 

%fflSfflJ3 (148) 
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3- (2- ( -4- (tf5> 



TLC : Rf 0.53 (^DD*;i/A : ,**y-;i/=9 : 1) ; 
5 NMR (300 MHz, CDCL,) : 6 7.53 (d, J = 1.8 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
732-720 (m, 5H), 7.14 (d, J = 7.5 Hz, 1H), 7.09 (d, J = 8.1 Hz, 1H), 6.77 (d, J = 7.5 
Hz, 1H), 6.55 (s, 1H), 6.27 (dd, J = 2.1, 1.8 Hz, 1H), 5.22 (s, 2H), 5.20 (m, 1H), 4.43 
(d, J = 15.0 Hz, 1H), 4.37 (d, J = 15.0 Hz, 1H), 2.96 (t, J = 7.5 Hz, 2H), 2.61 (t, J = 
7.5 Hz, 2H), 1.49 (d, J = 6.9 Hz, 3H) 0 



fgffliffi.13 (14 9) 

3- (2- (2- (3-^DD^W^;i/7^) ^h^r^) -4- (t7 



15 TLC : Rf 0.35 (BRRx^» ; 

NMR (300 MHz, DMSO-ds) : 6 11.99 (s, 1H), 8.78 (t, J = 5.1 Hz, 1H), 7.87-7.78 
(m, 3H), 7.60-7.43 (m, 3H), 7.06 (d, J = 7.5 Hz, Hi), 6.88 (s, 1H), 6.67 (d, J = 7.5 Hz, 
1H), 6.24 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 4.07 (t, J = 5.7 Hz, 2H), 3.66-3.61 (m, 2H), 




10 
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2.73 (t, J = 7.5 Hz, 2H), 2.41 (t, J = 15 Hz, 2H) 0 

mmm3 (i 5 o) 

2- (2- (2- (^7*b>-2— f;i/) xh*J/) -4- 

5 - 1 m 



T L C : Rf 0.25 (MM.^^) I 

NMR (300 MHz, CDC1 3 ) : <5 7.83 (m, 3H), 7.68 (s, 1H), 7.56-7.23 (m, 6H), 
6.80-6.74 (m, 2H), 6.29-6.27 (m, 1H), 5.29 (s, 2H), 4.52 (s, 2H), 4.26 (t, J = 6.9 Hz, 
10 2H),4.01(s,2H),3.23(t,J = 6.9Hz,2H) o 

mm 3 (15 i) 

3- (2- (2- 2, 3 3 4-Th7tKD^V^;'J 

>-2--f;i/) xh*$o -4- (K7»;-^- 1— nv^)v) 7i-/i/) 

15 7"P^>^ 



TLC : Rf 0.47 (^DD*M : *$J—1S/= 10:1) ; 

NMR (300 MHz, CDCl,) : 6 8.04 (d, J = 7.2 Hz, 1H), 7.54 (s, 1H), 7.48-7.04 (m, 

5H), 6.74 (d, J = 72 Hz, 1H), 6.65 (s, 1H), 6.27 (m, 1H), 5.25 (s, 2H), 4.20-4.08 (m, 
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2H), 4.05-3.94 (m, 2H), 3.18 (t, J = 6.6 Hz, 2H), 3.00 (t, J = 6.6 Hz, 2H), 2.93-2.80 
(m, 2H), 2.66-2.53 (m, 2H) 0 

mmm3 (152) 

5 3- (2- (2- (±7*l/>-2-' f;V) ^hdr-» -4- (2- (tf^ 



TLC : Rf 0.45 (^DDWA : *9J—fr= 19:1) ; 
NMR (300 MHz, CDC1 3 ) : 8 7.84-1.76 (m, 3H), 7.73 (s, 1H), 7.56-7.37 (m, 4H), 
10 7.13 (d, J = 1.9 Hz, 1H), 7.02 (d, J = 7.5 Hz, 1H), 6.59 (dd, J = 7.5, 1.5 Hz, 1H), 6.43 
(d, J = 1.5 Hz, 1H), 6.15 (t, J = 1.9 Hz, 1H), 4.29 (t, J = 7.4 Hz, 2H), 4.16 (t, J = 6.7 
Hz, 2H), 3.23 (t, J = 6.7 Hz, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 
2^1(t,J = 7.8Hz,2H) 0 

15 mum 3 (153) 

3- (2- (2- (ft7i>-2-f;i/) xh^iy) -4- {KvV-fr 





TLC : Rf 0.48 (^DP^VA : ;V=9 : 1) o 
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mm 3 (is 4) 

3- (2- (2- (ft7i>-3W^) ^h^» -4- (^7^1/ 

- 1 --f;M^;v) :/nrs>K 



TLC : Rf 0.48 (^nD*;W* : J— ;i/= 9 : 1) 0 
gflHSfl!l3 (15 5) 

3- (2- (3-^O^S/^D#^) -4- f 

io ;M^;b) yu^>wt 



T L C : R f 0.50 n D/ftJW* S —)]/= 9:1) ; 
NMR (300 MHz, DMSO-dJ : 5 12.03 (s, 1H), 7.78 (d, J = 2.1 Hz, 1H), 7.43 (m, 
1H), 7.06 (d, J = 7.8 Hz, 1H), 6.81 (s, 1H), 6.64 (d, J = 7.8 Hz, 1H), 6.24 (t, J = 2.1 
15 Hz, 1H), 5.24 (s, 2H), 3.88 (t, J = 6.3 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 2.42 ft J = 
15 Hz, 2H), 1.70-1.62 (m, 7H), 1.34-1.14 (m, 6H), 0.92-0.84 (m, 2H) » 

mmm 3 ( 1 5 6 ) 



5 





COOH 
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3 - (2- (2-7x;^>ih^) -4- (^^V-^l-'fiMf 



TLC : Rf 0.50 (^nn^I/A : J—)\>= 9:1) ; 
5 NMR (300 MHz, DMSO-dJ : 6 12.01 (s, 1H), 7.79 (d, J = 2.1 Hz, 1H), 7.44 (s, 
1H), 7.31-7.26 (m, 2H), 7.08 (d, J = 7.5 Hz, 1H), 6.98-6.93 (m, 4H), 6.68 (d, J = 7.5 
Hz, 1H), 6.25-6.24 (m, 1H), 5.26 (s, 2H), 432-4.26 (m, 4H), 2.72 (t, J = 15 Hz, 2H), 
2.45-2.43 (m,2H)o 

10 gafeflg3 (15 7) 

3- (2- (2- (N-^f;i/-N-7i-;b7U) ^ -4 - (£ 



TLC : Rf 0.30 : TOx^;i/= 1 : U 0.5%M) ; 

15 NMR (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.34 (d, J = 2.1 Hz, 1H), 
7.27-7.19 (m, 2H), 7.11 (d, J = 7.8 Hz, 1H), 6.78-6.63 (m, 5H), 6.26 (t, J = 2.1 Hz, 
1H), 5.23 (s, 2H), 4.09 (t, J = 5.4 Hz, 2H), 3.76 (t, J = 5.4 Hz, 2H), 3.03 (s, 3H), 2.88 
(t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H) 0 
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mum 3 (is 8) 

3- (2- (2-7xrMh^» -4 - (3->>7;7iyW?;i/) 
7x^) 7"U/VsM 



5 




T L C : Rf 0.40 (^*V> : fHft^^= 1:1); 

N MR (300 MHz, CDCI3) : 6 7.39-7.15 (m, 10H), 6.90-6.87 (m, 2H), 5.00 (s, 2H), 

4.20 (t, J = 6.6 Hz, 2H), 3.12 (t, J = 6.6 Hz, 2H), 2.93-2.88 (m, 2H), 2.58-2.53 (m, 

2H)o 

mmm3 (is 9) 

3- (2- (2-7x-;pxh#>» -4- (2-^dd-4-^^;i/7^ 




15 TLC : Rf 0.54 : f|«x^= 1:1); 

N M R (300 MHz, CDC1 3 ) : S 7.34-7.19 (m, 6H), 7.13 (d, J = 7.8 Hz, 1H), 7.00 (brs, 
1H), 6.92 (ted, J = 7.8 Hz, 1H), 6.78 (brs, 1H), 6.71 (ted, J = 7.8 Hz, 1H), 5.06 (s, 
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2H), 4.22 (t, J = 6.6 Hz, 2H), 3.11 (t, J = 6.6 Hz, 2H), 2.92-2.87 (m, 2H), 2.57-2.52 
(m, 2H), 2.29 (s, 3H)o 

3Hffiffl]3 (16 0) 

5 3- (2- (3-7i-;i/7P^» -4- (K^^lz-l-'f^f 



TLC : Rf 0.52 (^OD^M : *9J—1\/= 1 0 : 1) o 

io mtm3 (16 1) 

3- (2- (4-7^-;i/^h^^» -4- (tf^Z-A- l->f;Mf-;i/) 



TLC : Rf 0.52 (?nn*;i/A : 1 0 : 1) o 

15 

jjjj (16 2) 
(2E) -3- (2- (2- (2, 5, 7, 8-rh7^^-6-t Kn 
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^>^o t>-2— f;i/) ^h^rS/) -4- (-rs. - r;^5^ 

^ XOOH 



TLC : Rf 0.46 (^DD^I/A : ^^7-;i/=8 : 1) ; 
5 N M R (300 MHz, CD 3 OD) : <!» 9.01 (s, 1H), 7 .94 (d, J = 16.2 Hz, 1H), 7.63 (d, J 
= 8.1 Hz, 1H), 7.60-7.55 (m, 2H), 7.03 (s, 1H), 6.94 (d, J = 8.1 Hz, 1H), 6.51 (d, J = 
16.2 Hz, 1H), 5.45-5.30 (m, 2H), 4.42-4.20 (m, 2H), 2.70 -2.60 (m, 2H), 2.26-1.80 
(m, 4H), 2.11 (s, 3H), 2.08 (s, 3H), 2.04 (s, 3H), 1.35 (s, 3H) 0 

io mmm3 (16 3) 

3- (2- (3, 3-^7x^l/7D^^i/) -4- (bT^V^-^- 1— f 

XOOH 



TLC : Rf 0.42 (^DD*jl/A : ;i/= 9 : 1) ; 

15 N M R (300 MHz, CDQ 3 ) : 6 7.51 (d, J = 2.1 Hz, 1H), 7.32 (d, J = 2.1 Hz, 1H), 
730-7.15 (m, 10H), 7.11 (d, J = 7.8 Hz, 1H), 6.68 (d, J = 7.8 Hz, 1H), 634 (s, 1H), 
6.24 (t, J = 2.1 Hz, 1H), 5.20 (s, 2H), 4.24 (t, J = 7.8 Hz, 1H), 3.87 (t, J = 63 Hz, 2H), 
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2.94 (t, J = 7.8 Hz, 2H), 2.67 (t, J = 7.8 Hz, 2H), 2.52 (dt, J = 7.8, 6.3 Hz, 2H)» 

mmm3 (16 4) 

3- (2- (2- (N, N-i^7i-^?^) xh*>» -4- 

5 -;i/-i->f;Mf;i/)7i^i/)rD^>i 

XOOH 



TLC : Rf 0.44 (7DD*;i/A : p<^y-;i/=9 : 1) ; 
NMR (300 MHz, CDQ,) : 6 7.52 (d, J = 2.1 Hz, 1H), 7.33 (d, J = 2.1 Hz, 1H), 
10 730-7.20 (m, 4H), 7.12-7.02 (m, 5H), 6.98-6.92 (m, 2H), 6.71 (d, J = 7.8 Hz, 1H), 
6.63 (s, 1H), 6.25 (t, J = 2.1 Hz, 1H), 5.21 (s, 2H), 4.20-4.10 (m, 4H), 2.85 (t, J = 7.8 
Hz, 2H), 2.54 (t, J = 7.8 Hz, 2H)o 

TLC : Rf 0.50 (^DD^;i/A : 1 0 : 1) . 



«W3 (16 5) 

3- (2- (2- (4-7x=^75»-l-'f/l') ^h^r>» -4- 
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fir 1 — J 




TLC : Rf 0.50 (^DD*;i/A : ^#y-;i/=5 : 1) o 

gg^3 (16 6) 
5 3- (2- (2- (4-7ix;i/-l, 2, 3, 6 -9- h7t Kotf 



«fl!3 (16 7) 

3- (2- (2 - (4-7i-;i/^'J^>-l--f;i/) ih^» -4- 

(K5vr-^-i-> f;i/pi^;i/) yxxnvm 




TLC : Rf 0.51 (^UD7f;;i/A : ;i/=5 : 1) 0 



10 




15 TLC : Rf 0.47 (7nD*;i/A : .**y-;i/=5 : 1) o 
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mmms a 6 8) 

3- (2- (2- (7x.J*Vi»-l 0— Ol/) ^h*$/) -4- (tT^ 

^COOH 



[7U— *] 

TLC : Rf 0.23 (^DD^;i/A :^^y-;i/=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.12 (d, J = 7.5 Hz, 1H), 6.83-6.60 (m, 10H), 6.26 (t, J = 2.1 Hz, 1H), 5.24 (s, 2H), 
10 4.17 (t, J = 5.7 Hz, 2H), 3.98 (t, J = 5.7 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 
7.8Hz,2H)o 

TLC : Rf 0.47 (i'DD^A : J—)\>= 1 0 : 1) „ 

15 mmMZ (16 9) 

4- (2- (2-7 -4- (3-^7;7i;^f;i/) 



5 
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TLC : Rf 0.56 (^DD*M : — )V= 10:1) ; 
NMR (300 MHz, CDCQ : 6 7.43-7.08 (m, 10H), 6.94-6.84 (m, 2H), 5.00 (s, 2H), 
4.18 (t, J = 6.8 Hz, 2H), 3.11 (t, J - 6.8 Hz, 2H), 2.63 (t, J = 7.4 Hz, 2H), 2.31 (t, J = 
5 7.4 Hz, 2H), 1.94-1.77 (m, 2H) C 

£«ifll3 (17 0) 

4- (2- (2- (±7*l/>-2-' f;V) xh^ri/) -4- 



TLC : Rf 0.63 (^PD*W : *#J—)l= 1 0 : 1) ; 
NMR (300 MHz, CDd 3 ) : <5 7.84-7.75 (m, 3H), 7.73 (s, 1H), 7.49-731 (m, 4H), 
7.28-7.14 (m, 3H), 7.09 (d, J = 8.1 Hz, 1H), 6.92-6.84 (m, 2H), 4.99 (s, 2H), 4.27 (t, 
J = 6.6 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.62 (t, J = 7.7 Hz, 2H), 2.25 (t, J = 7.7 Hz, 
15 2H), 1.90-1.76 (m,2H)o 

mmm3 (17 i) 



10 
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2- (2- (2- (*7*i/>-2— - r;v) ^h^rsz) -4- (t:7\/-;u 

o 



TLC : Rf 0.45 (IHfcc^P : **y-;i/=3 : 1) ; 
5 NMR (300 MHz, DMSO-dJ : <? 8.25 (t, J = 5.4 Hz, 1H), 7.88-7.76 (m, 6H), 
7.53-7.45 (m, 4H), 7.10 (s, 1H), 6.79(dd, J = 8.1, 1.5 Hz, 1H), 6.27 (t, J = 2.1 Hz, 
1H), 5.35 (s, 2H), 4.42 (t, J = 6.6 Hz, 2H), 3.84 (d, J = 5.4 Hz, 2H), 3.33-3.29 (m, 
2H) 0 

io mmm3 (172) 

3- (2- (2- (2-^;^ ^*V-;i/-i->f;i/) ^b*^) -4- 



TLC : Rf 0.50 C** >>-;!/) ; 
15 NMR (300 MHz, DMSO-dJ : 6 7.77 (d, J = 2.1 Hz, 1H), 7.42 (d, J = 2.1 Hz, 1H), 
7.09-7.05 (m, 2H), 6.83 (s, 1H), 6.71-6.65 (m, 2H), 6.24 (t, J = 2.1 Hz, 1H), 5.23 (s, 
2H), 4.28 (t, J = 4.8 Hz, 2H), 4.14 (t, J = 4.8 Hz, 2H), 2.66 (t, J - 7.5 Hz, 2H), 2.30- 
2.26 (m, 5H)o 
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3- (2- (5-7i^K>fm^) -4- (^7V-;v-i-^;i/ 




5 TLC : Rf 0.63 (^oo*M : ;i/= 1 0 : 1) 0 

mum 3 (17 4) 

3- (2- (6-7^— -4- {K^J—fr-i-jfr 




TLC : Rf 0.61 (^DD^M : *9J—fr= 1 0 : 1) o 

mmmz (175) 

3- (2- (2- (±7*V>-2 — x^) -4-th*D^ 

15 f;i/7i-;i/) :rn<n>R 
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COOH 



HO 



TLC : Rf 0.51 (^nn*M : J— )\>= 1 0 : 1) » 
5 3- (2- (3- (N-^f;i/-N-7x-jl/7^) 7"n**^» -4- 



TLC : Rf 0.36 (^OD*M : J — )V= 19:1) ; 
NM R (300 MHz, CDd 3 ) : 7.54 (d, J = 1.8 Hz, 1H), 7.36 (d, J = 2.4 Hz, 1H), 
10 7.28-7.18 (m, 2H), 7.14 (d, J = 7.5 Hz, 1H), 6.77-6.62 (m, 5H), 6.27 (dd, J = 2.4, 1.8 
Hz, 1H), 5.26 (s, 2H), 3.96 (t, J = 5.4 Hz, 2H), 3.53 (t, J = 7.2 Hz, 2H), 2.98 (t, J = 
7.8 Hz, 2H), 2.93 (s, 3H), 2.67 (t, J = 1.2 Hz, 2H), 2.05 (m, 2H) 0 

mm (17 7) 

15 3- (2- (2- (N-:n^;i>-N-7x^;Kr^) xb^) -4- (If 
1 -'f ;M*-;i/) 7i-M 7"n;r/i 
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TLC : Rf 0.38 (^dd*;1/A : 19:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.4 Hz, 1H), 
7.25-7.18 (m, 2H), 7.12 (d, J = 7.5 Hz, 1H), 6.77-6.64 (m, 5H), 6.26 (dd, J = 2.4, 2.1 
5 Hz, 1H), 5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.71 (t, J = 6.0 Hz, 2H), 3.46 (q, J = 
6.9 Hz, 2H), 2.91 (t, J = 7.2 Hz, 2H), 239 (t, J = 7.2 Hz, 2H), 1.17 (t, J = 6.9 Hz, 2H) 0 

TLC : Rf 0.64 (^DD*M : 0 : 1) „ 

10 Hffi50!l3 (17 8) 

3- (2- (2- (N— (2-fc pD+S'i^l') -N-7x-;b7^) 

:^h^» -4- (tr^vr— 1— f;i/^^;i/) 7x^) yu^ym 



TLC : Rf 0.41 (^nn*;i/A : ;**y-;b=9 : 1) ; 
15 N M R (300 MHz, CDC1 3 ) : 6 7.53 (d, J = 1.8 Hz, 1H), 7.35 (d, J = 2.4 Hz, 1H), 
7.27-7.21 (m, 2H), 7.11 (t, J = 7.8 Hz, 1H), 6.82-6.69 (m, 5H), 6.26 (dd, J = 2.4, 1.8 
Hz, 1H), 5.22 (s, 2H), 4.13 (t, J = 4.8 Hz, 2H), 3.86-3.78 (m, 4H), 3.61 (t, J = 6.0 Hz, 
2H), 2.92 (t, J = 7.5 Hz, 2H), 237 (t, J = 7.5 Hz, 2H)o 

20 mmm3 (179) 

3- (2- (2- (3- (^'Jy>-l-^;i/) 7i-)l/) :nh=^» - 

4- ^-1 — fJM^lO 7i-;i/) 7*D/1>^ 
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COOH 



IXX 



o 



TLC : Rf 0.40 ('MfitV : f»n^;i/= 1:2); 
N M R (300 MHz, CDC1,) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 
720 (t, J = 7.8 Hz, 1H), 7.11 (d, J = 7.8 Hz, 1H), 6.92 (s, 1H), 6.85-6.70 (m, 3H), 
5 6.66 (s, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.13 (t, J = 6.6 Hz, 2H), 3.15-3.11 
(m, 4H), 3.02 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 7.5 Hz, 2H), 
1.76-1.69 (m, 4H), 1.60-1.54 (m, 2H)„ 

1M!L3 (18 0) 

10 3- (2- (2- (3- (*;i/*U>-4— T/l>) 7x-;U) xh^» - 
4- (^7^-1-^^^) 7i-;i/) 7"D^>K 



TLC : Rf 0.25 Mr#> : »^^= 1 : 2) ; 
NMR (300MHz,CDCl,) : <? 7.53 (d, J = 1.8 Hz, 1H), 7.36 (d, J = 1.8 Hz, 1H), 
15 722 (t, J = 7.8 Hz, 1H), 7.10 (d, J = 7.8 Hz, 1H), 6.84-6.66 (m, 5H), 627 (t, J = 1.8 
Hz, 1H), 5.25 (s, 2H), 4.12 (t, J = 6.6 Hz, 2H), 3.88-3.85 (m, 4H), 3.17-3.14 (m, 4H), 
3.03 (t, J = 6.6 Hz, 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.53 (t, J = 7.8 Hz, 2H)o 
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mMMS (18 1) 

3- (2- (2- (i-7 9)/>-2-' f;i/) xh^» -4- (l-bh*D 

^ XOOH 



5 TLC : Rf 0.56 (^DD*;i/A : ^*y-;i/= 10:1), 
^81^13 (18 2) 

3- (2 - (2- (±7^1/>-2-^;W x h*^) -4- (fcT7\/-;i/ 

-l— r;M^;b) 7^^;i/) 7nt>l 

XOOH 



TLC : Rf 0.53 (^Dn^A : SH= 1 8 : 1 : 1) 0 

^^13 (18 3) 

3- (2- (2-bKn3rS/-2- (±7* U>- 2 ->f;i/) x^>» - 
15 4- (3-W7xy^^) 7^-;i/) 7D/1>| 
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TLC : Rf 0.39 : |»x^= 1 : K 05%B&) ; 

NM R (300MHz, CDCI3) : 6 7.92 (s, 1H), 7.88-7.80 (m, 3H), 7.57-7.44 (m, 3H), 
734 (m, 1H), 7.25-7.12 (m, 4H), 6.93 (d, J = 7.8 Hz, 1H), 6.86 (s, 1H), 5.32 (dd, J = 
7.8, 3.6 Hz, 1H), 4.97 (s, 2H), 4.23 (dd, J = 9.3, 3.6 Hz, 1H), 4.14 (dd, J = 9.3, 7.8 Hz, 
5 1H), 3.10-2.90 (m, 2H), 2.63 (m, 2H) 0 

***** (18 4) 

3- (2- (2- (1, 2, 3, KD>f V*J tf>-2— f/l>) 

-4- (If7y-;V-1— 7i-il/) 7U^>M 



TLC : Rf 0.30 (^nn*;i>A : ;i/= 10:1) ; 

N M R (300 MHz, CDCI3) : 6 7.55 (d, J = 1.8 Hz, 1H), 7.38 (d, J = 2.4 Hz, 1H), 
7.18-7.03 (m, 5H), 6.75 (d, J = 7.5 Hz, 1H), 6.66 (s, 1H), 6.28 (m, 1H), 5.27 (s, 2H), 
4.09 (t, J = 4.5 Hz, 2H), 3.88 (s, 2H), 3.11-2.94 (m, 8H), 2.32 (t, J = 8.4 Hz, 2H)o 

15 

^0>I3 (18 5) 

3- (2- (2- (9-*3-))/jt])WW— ;i/-2-^;i/) -4- 

(tf^y-;v-i— f;i/;>wv) 7i-jv) rn^>^ 

^ XOOH 



10 
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TLC : Rf 0.36 (^on*M : J— 7l>=9 : 1) ; 
NMR (300 MHz, CDClj) : 6 8.09-7.99 (m, 3H), 7.53 (d, J = 1.8 Hz, 1H), 
7.49-7.05 (m, 6H), 6.74-6.67 (m, 2H), 6.25 (dd, J = 2.1, 1.8 Hz, 1H), 5.24 (s, 2H), 
4.23 (t, J = 6.6 Hz, 2H), 3.83 (s, 3H), 3.28 (t, J = 6.6 Hz, 2H), 2.89 (t, J = 7.8 Hz, 2H), 
5 2^2(t,J = 7.8Hz,2H)o 

mtmi3 (18 6) 

3- (2- (2- (3- (4 -^^H^^^S^V— 1 — T^) 7i-M 
h=^» -4- (tr^>/— l-> i)V^)V) 7ir;i/) 7*d;i>® 



TLC : Rf 0.20 (^DD^VA : 7l/=9 : 1) ; 

NMR (300 MHz, DMSO-cQ : $ 7.77 (d, J = 2.1 Hz, 1H), 7.42 (s, 1H), 7.14-7.04 
(m, 2H), 6.87-6.63 (m, 5H), 6.23 (t, J = 2.1 Hz, 1H), 5.23 (s, 2H), 4.08 (t, J = 6.6 Hz, 
2HX 3.12-3.08 (m, 4H), 2.94 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 7.5 Hz, 2H), 2.44-2.41 
15 (m, 4H), 235 (t, J = 7.5 Hz, 2H), 2.20 (s, 3H) 0 

mm\?> (18 7) 

3 - (2- (2- (3 - (4-7-fe^;i/t^7^>- i--r;i/) 7x^) 
x-h*^) -4- (tr^vr— l— r;M^;i/) 7i^p) :rn;"?>^ 



10 
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TLC : Rf 0.40 (^DD^M : *5>J — ;i/= 9 : 1) ; 
N M R (300 MHz, CDClj) : 6 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 
7.21 (t, J = 7.8 Hz, 1H), 7.08 (d, J = 7.8 Hz, 1H), 6.87-6.65 (ro, 5H), 6.26 (t, J = 2.1 
5 Hz, 1H), 5.24 (s, 2H), 4.11 (t, 3 = 6.0 Hz, 2H), 3.79-3.75 (m, 2H), 3.64-3.61 (m, 2H), 
3.19-3.11 (m, 4H), 3.03 (t, J = 6.0 Hz, 2H), 2.86 (t, J = 7.8 Hz, 2H), 2.51 (t, J = 7.8 
Hz,2H),2.15(s,3H)o 

mfaM3 (18 8) 

10 3- (2- (2-7x-;i/7^ih^S/) -4- (t7^-Jb- l-^b 




TLC : Rf 0.56 (^np*;VA : p^^— ;i>= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.54 (d, J = 1.5 Hz, 1H), 7.36 (d, J = 2.1 Hz, 1H), 
15 7.22-7.09 (m, 3H), 6.77-6.64 (m, 6H), 6.27 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.10 (t, J 
= 8.1 Hz, 2H), 3.53 (t, J = 8.1 Hz, 2H), 2.94 (t, J = 7 5 Hz, 2H), 2.61 (t, J = 7.5 Hz, 
2H)o 
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mMM3 (18 9) 

3- (2- (2- f)V) ^h^» -4- (N-T-fe^ 



5 TLC : Rf 0.45 (7DD*;i/A : p<*y-;U=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.82-7.78 (m, 3H), 7.75 (s, 1H), 7.45-7.41 (m, 3H), 
7.11 (d, J = 7.5 Hz, 0.4H), 7.06 (d, J = IS Hz, 0.6H), 6.75 (brs, 0.6H), 6.71 (brd, J = 
7.5 Hz, 0.6H), 6.64 (brd, J = 7.5 Hz, 0.4H), 6.59 (brs, 0.4H), 4.50 (s, 1.2H), 4.44 (s, 
0.8H), 4.27-4.23 (m, 2H), 3.29-3.23 (m, 2H), 2.91 (s, 1.2H), 2.90-2.85 (m, 2H), 2.88 
10 (s, 1.8H), 2.55-2.49 (m, 2H), 2.13 (s, 3H) Q 

mmm3 (i 9 0) 

3- (2- (2- (^7*U>-2— f/l/) -4- (N-i h^r 



[7U-#] 

TLC : Rf 0.14 (^=Hf> :SKxfJl/=2 : 1) ; 

NMR (300 MHz, CDCi 3 ) : 6 7.81-7.78 (m, 3H), 7.74 (brs, 1H), 7.45-7.41 (m, 3H), 
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7.07 (d, J = 7.5 Hz, 1H), 6.78-6.66 (m, 2H), 4.39 (brs, 2H), 4.25 (t, J = 6.6 Hz, 2H), 
4.17 (q, J = 6.9 Hz, 2H), 3.27 (t, J = 6.6 Hz, 2H), 2.91-2.70 (m, 5H), 2.55-2.50 (m, 
2H), 1.28-1.23 (m, 3H) 0 

5 TLC : Rf 0.50 (n-^f-y-> : Rfl&:c^;i/= 1 : 2) „ 

mfcff>]3 (19 1) 

3- (2- (2- (N-^>^-N-^;KP=- 7) -4- (If 

7ir;i/) rn,*>» 



TLC : Rf 0.40 (^DD*M' : ^^y~;i/= 1 0 : 1) 0 

mmm3 (192) 

3- (2- (2- (N-^>^;i/-N-x^;i/7^y) -4- (tf 

15 Jl-l-j )]/*?■))/) 7i"^) 7*D7'?>^ 

XOOH 




COOH 



10 
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TLC : Rf 0.40 (*nn*;i/A : ;*#y-;i/=l 0 : 1) „ 

mmm3 (193) 

3- (2- (2- (N-7i-;i/-N-/Dt;i/7U) -4- 

XOOH 



TLC : Rf 0.48 (^nn*;i/A : ;V= 10:1) ; 

N M R (300 MHz, CDd 3 ) : d 7.53 (d, J = 2.1 Hz, 1H), 7.35 (d, J = 2.1 Hz, 1H), 

7.26-7.16 (m, 2H), 7.11 (d, J = 7.8 Hz, 1H), 6.76-6.61 (m, 5H), 6.26 (t, J = 2.1 Hz, 



5.23 (s, 2H), 4.07 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 3.33 (t, J = 7.8 Hz, 2H), 
2.90 (t, J = 7.8 Hz, 2H), 2.59 (t, J = 7.5 Hz, 2H), 1.72-1.56 (m, 2H), 0.93 (t, J = 7.2 
Hz,2H)o 

15 mmm3 (194) 

3 - (2 - (2- (6-* V^>-i-7^U>-2-^)V) -4 
- (X^V—fr- 1— f;M^) :7n^>& 




10 1H), 
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COOH 



17 0 -mi 

TLC : Rf 0.67 (n-^W> : H«x?-;i,= 1 : 2) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.72-7.62 (m, 3H% 7.53 (d, J = 0.9 Hz, 1H), 
5 7.40-7.32 (m, 2H), 7.16-7.05 (m, 3H), 6.74-6.65 (m, 2H), 6.25 (t, J = 2.1 Hz, 1H), 
5.24 (s, 2H), 4.18 (t, J = 6.6 Hz, 2H), 3.89 (s, 3H), 3.19 (t, J = 6 .6 Hz, 2H), 2.87 (t, J 
= 7.5 Hz, 2H), 2.50 (t, J = 7.5 Hz, 2H)o 

TLC : Rf 0.51 (^DD*;VA : ^^y— )]/= 1 0 : 1) o 

10 

mrnmz (i 9 5) 

3- (2- (2- (*/Wtv7—;i/-9— OU) -4- (tf^y- 

,COOH 



15 

TLC : Rf 0.51 : ;i/= 10:1) ; 
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NMR (SOOMHz.DMSO-dJ : 6 8.15 (d, J = 8.1 Hz, 2H), 7.77-7.65 (m, 3H), 
7.51-738 (m, 3H), 7.21 (t, J = 7.5 Hz, 2H), 6.96 (d, J = 7.8 Hz, 1H), 6.82 (s, 1H), 
6.61 (d, J = 7.8 Hz, 1H), 6.23 (bis, 1H), 5.19 (s, 2H), 4.92-4.80 (m, 2H), 4.35-425 
(m, 2H), 2.45 (t, J = 7.5 Hz, 2H), 2.12 (t, J = 7.5 Hz, 2H) Q 

TLC : Rf 0.51 (^DD*;i/A : **;—)\/=l 0 : 1) ; 
NMR (300 MHz, DMSO-ds) : 6 8.13 (d, J = 7.8 Hz, 2H), 7.76-7.68 (m, 3H), 
7.45-7.40 (m, 2H), 7.38 (s, 1H), 7.19-7.16 (m, 2H), 7.00 (d, J = 7.8 Hz, 1H), 6.74 (s, 
1H), 6.58 (d, J = 8.4 Hz, 1H), 6.20 (t, J = 2.1 Hz, 1H), 5.16 (s, 2H), 4.82-4.76 (m, 
2H), 4.26-4.16 (m, 2H), 2.45-2.40 (m, 2H), 2.00-1.92 (m, 2H) o 

«^J3 (19 6) 

3- (2- (2- (9, 1 0-S?t h*D7^';^>-9-^->- 1 0— |» 

^h^>) -4- (K7y-^-i->f;Mf;i/) 7i-;i') 7"d;i>& 



TLC : Rf 0.45 (^DD*M : **y>-;v= 10:1) ; 
NMR (300 MHz, DMSO-tQ : 6 8.37 (dd, J = 8.1 Hz, 2H), 8.05 (d, J = 8.7 Hz, 
2H), 7.90-7.80 (m, 2H), 7.74 (d, J = 1.8 Hz, 1H), 7.41 (d, J = 1.8 Hz, 1H), 7.36 (t, J = 
7.2 Hz, 2H), 6.99 (d, J = 7.5 Hz, 1H), 6.88 (d, J = 1.2 Hz, 1H), 6.63 (dd, J = 7.5, 
1.2 Hz, 1H), 6.23 (t, J = 1.8 Hz, 1H), 520 (s, 2H), 5.08 (t, J = 5.1 Hz, 2H), 4.43 (t, J 
= 5.1 Hz, 2H), 2.47 (t, J = 7.8 Hz, 2H), 2.12 (t, J = 7.8 Hz, 2H) D 
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8113 (19 7) 

3- (2- (2- (N-7i-;V-N-^^;V*-;i/7U) ^h**» 

-a- (v^j—ji- i-j 7x^ji/) yu^>m 

XOOH 



TLC : Rf 0.49 (^nDWA : — )]/= 1 0 : 1) □ 

3- (2- (2- (N-T-b^-N-7ni-;i/T^y) -4- 
io <X7^-)\>-l-' f;M^;i/) 7i^) 7o;ryf 

XOOH 



TLC : Rf 0.50 (*DD*;i/A : ^^y-;i/= 10:1). 
(19 9) 

15 3- (2- (2- (N-^>^-N-7xx;i/7U) xh^>) -4- 



5 
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COOH 



TLC : Rf 0.23 (n-^tJ-> : R»x.^/l/= 1 : 1) 0 

5 Hifcffl]3 (2 0 0) 

3- (2- (2- (N- -N-7xz;i/7U) ^ b 

3r*» - 4- (1^7^- l— f/k**7i0 7i-;i/) rn;i>i 

XOOH 



TLC : Rf 0.50 p D*;i/A : p< # 7 — ;i/= 10: 1 ) □ 

10 

mm 3 (201) 

3- (2- (3- (7i7W>-10-^;i/) 7Df^» -4- (tf 
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TLC : Rf 0.50 (^DD*M : pt*y-;i/= 19:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 7.55 (dd, J = 2.1, 0.6 Hz, 1H), 7.36 (dd, J = 2.1, 0.6 
Hz, 1H), 7.15 (d, J = 7.5 Hz, 1H), 6.80-6.71 (m, 3H), 6.68-6.59 (m, 5H), 656-6 JO 
5 (m,2H),6.27(t,J = 2.1Hz,lH),5.26(s,2H),4.04(t,J = 5.6 Hz, 2H), 3.78-3.68 
(m, 2H), 3.01 (t, J = 7.8 Hz, 2H), 2.68 (t, J = 7.8 Hz, 2H), 2.20-2.08 (m, 2H)„ 

Hfii0l]3 (2 0 2) 

3- (2- (2- (±7*U>-2-^;i/) -4- (N-7ir 

io /i/*;wve>f;i/) 7i_;i/) :7tm>ft 




T L C : R f 0.46 (n-^U-> : iixf;b= 1:2); 
N M R (300 MHz, DMSO-d 6 ) : d 10.11 (s, 1H), 7.91-7.82 (m, 4H), 7.76-7.69 (m, 
2H), 7.57-7.41 (m, 5H), 7.38-7.29 (m, 2H), 7.26 (d, J = 7.8 Hz, 1H), 7.08 (m, 1H), 
15 4.38 (t, J = 6.3 Hz, 2H), 3.26 (t, J = 63 Hz, 2H), 2.80 (t, J = 7.6 Hz, 2H), 2.42 (t, J = 
7.6Hz,2H)o 
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5 2-t-7'h^>*;i/^-;i/-4-^^;i/7x^;u3-^>r K (l.og) © 
eatfHbiftJR (10.0ml) 5 0°CT?N— ^D-^x^^-f ^ K ( 6 4 5 m 

g) x «fb^WW;i/ (7 6mg) %m?L. iBi^* 1 6 BSITOfcil^ L 

10 fffco 

f#£tlfc:7nAft0N, N-S?^f»A7< F (3.0ml) 8ftfcfcf|& 

*vt>k ooomg) ztiaz., m&to*5o a c-?immimLtco mm 

15 iSA^A^Dx'h^?^- (n-^MJ-> : Mm^;U= 8 : 1) T*^ 
Sb^ OT©4^tt*#«ISgtfia» (2 8 5mg;) £#fco 
TLC.-Rf 0.23 (n-^=H*> : SI«x*-;i/= 10:1). 



20 3- [4-7-feh^>^5 L ;i/-2- (t-^h*^*^^;P) 7xr;H 
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- (t -yh^-isiDitf-fr) 7D^>ixf;i/i7r;i/ (4.5g) 

5 Srh7b|'D77> (5 0ml) *3j;tf.** (1 3ml) QMSfe 

m^mm^tco ^©M£o°CT'-^b-y^;i/6*» (3.4g) 

io &xm®u m^mm^^>^^x^m, mthx^ramm^m-r 
zwm&m 0.8 g ) &^fco 

TLC : Rf 0.19 (n— :^x^;i/=5 : 1) 0 



15 3- (4-7th^>^f;V-2-*;^>7iz;V) 7"D71>^^;I/ 



##0>J 6 TUB Lfc-fb^I (3.8 g ) ©JI<b^ ^ 1/ > (4.0m 1 ) mUZ, 
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UHr-V-H' (2.0ml) h IJ7WDS1 (5.0ml) ^JP^ 

;i/= 1 0 : 1) tiib^ uiT©4W4fl**r-ra«Mifli^«*#fco 

5 TLC : Rf 0.63 (7DD^A : **y-;i/=9 : 1) 0 
**«8 

3- [2- ( i-> f;M^;i/) *;w^w;i/) -4-r-feh 



o 



10 




###1 7 -ttKBS b fcfb-^ (3.2 g ) ©*fcK NH>(2 0ml)«jW:, 
SlW^ifU^D^W F (1.0ml) *«ttfN, N-^^f;i/*M7? 

th;i/x^iufec mtowatT-isy (iomi) 

is /m?7W5> (2.1ml) (DUih*?-vy (3 0ml) -trys?> (1.8ml) 

mmo'v-emx, m&to* lmmtw^fco fcsm&mtiNtm (7.0m 
mmvx. ixro^m^-r^mm^^d (4.5 g ) %mtz 0 

TL C : Rf 0.25 (n-^-t>-> :^x^;i/=2 : 1) 0 

20 

mm* 
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3- [2- ( (±y^v>- tuw^ )i) -4-tb*n 

o 



#%#J 8 T'lm Ufcfb-&$J (10.9mm o 1) Oi^-iK4 0ml) ^ 
5 (3, 0°CT'^- h U b*S/ h* ( 7 4 Omg) £in;L. 2 0#H 

(n-^+t?->:i^^;i/=l : 1) -®liRl/T\ filT©«Jtt 

ii*#-r*«»fb#« (3.2 g) *#feo 

10 TLC : Rf 0.20 (n-^1?-> : BHfet^= 1 : D ; 

NMR (300MHz, CDQ 3 ) : 5 8.14 (d, J = 8.7 Hz, 1H), 7.92-7.79 (m, 2H), 7.62- 
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J = 5.4 Hz, 2H), 4.99 (s, 2H), 4.05 (q, J = 7.2 Hz, 2H), 3.09 (t, J = 7.4 Hz, 2H), 2.69 
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3- (2- ( (4- (3, 5-^f;P7i-;i/) ^-tFDt7>-4- 
-Ol/) j^W^^l/) -4- (3-i/77 7i7^^) 7i-W 7* 
10 P/IV^^l/aiX^ 

o 




TLC : Rf 0.20 (n— Mr1f> : »K^;i/= 2 : 1) . 
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mmms (6 8) 

3- (2- ( (4- (3, 5-^f;v7x-;i/) ;^-th-nK7>-4- 
-f;v) *;wvE-f;i/) -4- (2-*nn-5-7;i/;frn:7:ny^>;>t^;i,) 

5 7x-;i/) 7*D7S>^^;i/O.X^;i/ 



TLC : Rf 0.70 (n-^tty : fj^x^;v= 1 : 1) 0 
Hjfefl]5 (6 9) 

10 3- (2- ( (4- (3, 5-^^f;i/7i-;b) KDK7>-4- 
-f;u) *;w^E>f;t>) -4- (2-^DD-5-^f;i/7xy^^i/) 
7i-;i/) rem f;i/xxr;i/ 

o 



o 
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T L C : R f 0.69 (n-^V-y : RKj^;1/= 1 : 1 ) » 
(7 0) 

3- (2- ( (4- (3, 5-i;^^V7ir;i/) y-S-t h*Dl^>-4- 
5 -f;i/) *;i/n^-f;i/) -4- (2, 5 -^dd7x; *i/ 7x- 



o 




TLC : Rf 0.70 (n-^^^> : W»x*7l/= 1 : 1 ) • 

io mmw5 (7i) 

3- (2- ( (4- (3, 5-^?;i/7i-;i/) KDlf7>-4- 
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120 



o 



0° 




TLC : Rf 0.68 (n-^\^> :S8if^= 1 : 1) 0 

mmms (72) 

5 3- (2- ( (4- (3, 5 -*?**-)l7x.-)l) Fnt7>-4- 
-f;i/) *;w*e-f/i/) -4- (3-^DD7ocy^^^;i/) 7ir;i/) r 



TLC : Rf 0.70 (n-^if> : Mx?-;i/= 1 : 1 ) 0 

10 

£ttfld5 (7 3) 

3- (2- ( (4 - (3, 5-^^7i^;V) h*Dt^>-4- 
-f/l/) jb/WTC-f/l/) -4- (3-7MD7x;^fji/) 



o 
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o 




TLC : Rf 0.42 (n-^^> : W&^ft= 1 : 1) 0 

5 »0!I5 (7 4) 

3- (2- ( (4- (3, 5-i/^^fty^-ft) ^-th*D^>-4- 

-r;i/) *;w^-f;i/) -4- (2, 5-^^^;v7^y 3^>^;i/) 7*^ 



o 




10 TLC : Rf 0.50 (n-^#f"> : B*^;i/= 1 : 1) » 
^S^I5 (7 5) 
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3- (2- ( (l-^;i/*;i/*-;i'-4- (3, 5-is*^)vy*-)i) 
tf^.y ^>-4-w;u) *;w^^r;i/) -4- (2, 5-^7Md7i; 



o 




5 TLC : Rf 0.40 (n-^lJ-V : |»i^=l : 1) <, 
Hffi0i]5 (7 6) 

3- (2- ( (4- (3, 5-y^f;i/7x^) KntT7>-4- 

-f;i/) -4- (2 -7;i/2rP7iy =H/p<3\n/) 7i-^) 

10 7"d;i>|^^xxt;i/ 

o 
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TLC : Rf 0.41 {n-^V-y :mm^)^=l : 1) o 
mm C77) 

3- (2- ('(4- (3, 5-^^^l/7xz;i/) /I— fc h*Ptf7>-4- 
5 -f;i/) -4- (2-^nn7i/^>^;i/) 7x^;i/) 7* 



TLC : Rf 0.41 (n-^i^> : WSx^;i/= 1 : 1) 0 

10 aiij (7 8) 

3- (2- ( (4- (3-^f-;i/7x-;i.) ;s-t HDlf9>-4— Ol/) 

*/WVE>f;i/) -4- (2, 5-^7MD7xy^r^f;i/) 



o 
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F 




TLC:Rf 0.34 (n-^*V> : ftttx^;!^ 2 : 1) . 

mm 5 (7 9) 

5 3- (2- ( (4- (?-7*l/>-l-> f;i/) ;i-kb*Dl^7>-4-^;i/) 
*;w^>r;v) -4- (2, 5-^7MD7i;^f;i/) 7^-;i/) 



TLC :Rf 0.52 (n-^*1f> : MUtfvW'* 1 : 1) » 

10 

gflS0>]5 (8 0) 

3- (2- ( ( 1 -^;i/-4- (3, S-Vtf-fryx.-fr) VH)i?> 

— 4 — r/i') */wve>r;i>) -4- (2, 5-j?7MD7i;^^f;i/) 
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7x-;i/) yu^ym^ ^-^7,^)1 

o 



"OC 



TLC : Rf 0.53 (^DD*M : *#S-)l=9 : 1) 0 

5 fgfflBflJ5 (8 1) 

3- (2- ( (l-x^;i/-4- (3, 5-^f^7i-;V) ka.us?> 
-4— r;i/) -4- (2, 5-^7WD7i;^^) 

o 



'XX 

10 TLC : Rf 0.52 (^dd^I/A : ;i/= 1 0 : 1) 0 
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mmms (8 2) 

2- (2- ( 1 - (3, 5-^^7i-;i/) 7*710 * 

;wve-f;i0 -4— "OSJ/ua-^s^iy*^) w&Ltf-frttrfl/ 

o 



5 T L C : R f 0.28 (n-^*t> : t^xf ;i/= 3 : 1 ) o 
mMM5 (83) 

2- (2- ( (3-;**;i>- 1- (3, 5-S^*;i/7^-;i/) 7^;i/) * 
;wvE-f;iO -4- (2-^DD-6-7MD^>^;m^) 
10 s/) ff^^;i/^x^;i/ 




o 




TLC : Rf 0.75 (n-^*V> :$m^^=l : D » 
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3- (2- ( (i-7*u>-l-'()i*3 L )V) #;i/M^;i/) -4- (2- 



5 




ms&m5-vm^Ltzih^m (33 0mg) *m^x, gmmsoft&tn 
m^m^hx, &T®ymu*iz?2>M®ih&® (2 2 3mg) zmtzo 

TLC : Rf 0.49 (ZuufrJVA : **?;—)V= 10:1) ; 
NMR (300 MHz, DMSO-d^ : 6 9.00 (t, J = 5.5 Hz, 1H), 8.24-8.16 (m, 1H), 
10 8.01-7.94 (m, 1H), 7.91-7.84 (m, 1H), 7.63-7.41 (m, 6H), 7.34 (d, J = 8.1 Hz, 1H), 
7.19-7.10 (m, 2H), 6.99 (d, J = 7.8 Hz, 1H), 6.85 (t, J = 7.5 Hz, 1H ), 5.09 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.16 (s, 
3H)o 

15 mrnmG (i) -mmis o 6 5) 

mmms <n ~5 (8 3) nm&Ltttt&ms &tc\mm?2>vc&®* 
m^x, m&MG nmmonft&nte^x. &%^\±*<DUi j $£.m%m<^x 
tm<Dmti-zmft*fite^x, ttT©fls£*ft»fc. 

20 mtme (i) 

(2E) -3- (2- ( (^-7^v>- i-^;M^;i/) #;w^>f;t/) - 
4- (t!7\/— ;i/-i— f;M^;u) 7i-jp) -2-7'd^.>^ 
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COOH 



TLC : Rf 0.35 (^UU*M : 10:1) ; 

NMR (300 MHz, DMSO-d,) : (? 9.10 (t, J = 5.7 Hz, 1H), 8.17 (d, J = 7.8 Hz, 1H), 
8.00-7.82 (m, 5H), 7.65-7.45 (m, 5H), 7.34-7.22 (m, 2H), 650 (d, J = 15.9 Hz, 1H), 
5 6.29 (t, J = 2.1 Hz, 1H), 539 (s, 2H), 4.94 (d, J = 5.7 Hz, 2H)o 

«0!I6 (2.) 

3- (2 - ( (j-7#i/>- i-< ov*m) ijjwttjnt) -4- (t:? 



TLC : Rf 0.48 (^?Dn*M : J— : 1) ; 
NMR (300 MHz, DMSO-d 4 ) : 12.11 (s, 1H), 8.93 (t, J = 5.7 Hz, 1H), 8.16 (m, 
1H), 7.95 (m, 1H), 7.85 (dd, J = 7.1, 2.2 Hz, 1HX 7.79 (d, J = 2.4 Hz, 1H), 7.61-7.42 
(m, 5H), 7.28-7.13 (m, 3H), 6.25 (t, J = 2.0 Hz, 1H), 5.29 (s, 2H), 4.89 (d, J = 5.7 Hz, 
15 2H), 2.88 (t, J = 7.8 Hz, 2H), 2.48 (m, 2H) 0 

mmms (3) 

(2E) -3- (2- ( (i-7*\/>-2-j */u/*e>f/i0 - 



10 
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TLC : Rf 0.29 (^DP^l/A : ^^y-;i/= 1 0 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 9.13 (t, J = 6.0 Hz, 1H), 7.96-7.80 (m, 7H), 
5 7.60-7.44 (m, 4H), 7.39-7.34 (m, 1H), 7.32-7.24 (m, 1H), 6.52 (d, J = 15.9 Hz, 1H), 
6.31 (t, J = 2.0 Hz, 1H), 5.42 (s, 2H), 4.64 (d, 3 = 6.0 Hz, 2H) D 

(4) 

(2E) -3- (2- (N- (±7^1/>-2— -N-^^;i/ 
io *;w^-f;v) -4- (tf^^-^-l—f^^v) 7i-^) -2-7 




TLC : Rf 0.33 (^Dn;ft;i/A : 10:1) ; 

NMR (300 MHz, CDClj) : 6 7.92-7.06 (m, 13H), 6.44 and 6.41 (each d, J = 15.9 
15 Hz, 1H), 6.32 and 6.16 (each t, J = 2.1 Hz, 1H), 538 and 5.28 (each s, 2H), 4.95 and 
4.42 (each s, 2H), 3.13 and 2.66 (each s, 3H)„ 

mmme (5) _ 

(2E) -3- (2- ( a-yfivy-l-Jfr**-*) *;w^>f;b). - 
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TLC : Rf 0.52 (^DD»A : ^^7— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.19 (t, J = 5.8 Hz, 1H), 8.02-7.82 (m, 6H), 
5 7.64-7.44 (m, 5H), 738-7.26 (m, 2H), 7.04 (d, J = 7.8 Hz, 2H), 6.96 (t, J = 7.4 Hz, 
1H), 6.55 (d, J = 15.9 Hz, 1H), 5.19 (s, 2H), 4.66 (d, J = 5.8 Hz, 2H)o 



10 



16 (6) 



(2E) -3- (2- ( (±7$U>- 1 -<ifr*f-fr) *;WN*^-f;i/) 

4-7i;^f;v7i-;i/) - 2 -yu^>m 




HN 




T L C : Rf 0.53 DD*;i/A : * $ J -;]/= 10:1) ; 
NMR (300 MHz, DMSO-cO : d 9.14 (t, J = 5.4 Hz, 1H), 8.20 (d, J = 8.4 Hz, 1H), 
8.02-7.84 (m, 4H), 7.66-7.46 (m, 6H), 7.36-7.26 (m, 2H), 7.01 (d, J = 7.8 Hz, 2H), 
15 6.96 (t, J = 7.5 Hz, 1H), 6.53 (d, J = 15.9 Hz, 1H), 5.16 (s, 2H), 4.97 (d, J = 5.4 Hz, 
2H) 0 



16 (7) 
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3- (2- ( {iry^vy- 1— ifrtf-fr) lUW^'Vl) -4-7*; 



TLC : Rf 0.49 (^DP*;i/A : ^^y-;i/= 10:1) ; 
5 N M R (300 MHz, CDClj) : 6 8.11 (d, J = 8.4 Hz, 1H), 7.92-7.79 (m, 2H), 7.62- 
735 (m, 6H), 731-7.20 (m, 3H), 6.98-6.84 (m, 3H), 637 (t, J = 5.1 Hz, 1H), 5.08 (d, 
J = 5.1 Hz, 2H), 4.95 (s, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.76 (t, J = 73 Hz, 2H)o 

mmm6 (8) 

10 (2E)-3-(2-(i- r/io a;w*E-f 

^ XOOH 



TLC : Rf 0.21 (^DD*M : )l= 10:1) ; 

N M R (300 MHz, CDClj) : 6 8.24 (d, J = 8.7 Hz, 1H), 8.14 (d, J = 15.9 Hz, 1H), 
15 7.88 (d, J = 8.4 Hz, 1H), 7.83 (d, J = 8.4 Hz, 1H), 7.64-7.42 (m, 6H), 730-7.22 (m, 
3HX 6.99-6.88 (m, 3H), 6.40 (d, J = 15.9 Hz, 1H), 6.18 (m, 1H), 6.03 (brd, J = 7.8 
Hz, 1H), 5.04 (s, 2H), 1.84 (d, J = 6.6 Hz, 3H)o 
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mmm6 (9) 

3- (2- ( (j-7#]/>- l-> n\sM-)V) iuw^J)]/) -4- (2, 
5-S?**-;i/7x,/*S/**-;i/) 7iz;i/) 7*n^>i& 



5 TLC : Rf 0.56 (*PD*;i/A : ;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-d,,) : 6 9.00 (t, J = 5.5 Hz, 1H), 8.25-8.16 (m, 1H), 
8.01-7.93 (m, 1H), 7.88 (d, J = 8.1 Hz, 1H), 7.64-7.42 (m, 6H), 7.34 (d, J = 8.1 Hz, 
1H), 7.02 (d, J = 7.5 Hz, 1H), 6.85 (s, 1H), 6.67 (d, J = 7.2 Hz, 1H), 5.06 (s, 2H), 
4.94 (d, J = 5.5 Hz, 2H), 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J = 7.8 Hz, 2H), 2.26 (s, 
10 3H), 2.10 (s, 3H)o 

1£SS0|J6 (10) 

3- (2- ( (i-7#\s>- #;w\*^;i/) -4- (2, 

5-i?^DD7i;^^i/) 7^;i/) rn^vi 



TLC : Rf 0.47 (7 d n*;i/A : ^ * 7 — ;i/= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.1 (s, 1H), 9.00 (t, J = 6.0 Hz, 1H), 8.17 (m, 
1H), 7.94 (m, 1H), 7.85 (d, J = 7.8 Hz,lH), 7.59-7.40 (m, 7H), 7.35 (d, J = 2.1 Hz, 




15 
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1H), 7.33 (d, J = 7.8 Hz,lH), 7.03 (dd, J = 8.4, 2.1 Hz, 1H), 5.19 (s, 2H), 4.91 (d, J = 
6.0 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2.52 (t, J = 8.1 Hz, 2H)o 

mmme (i n 

5 3- (2- ( d-7*]s>- 1— r;M^;i/) *;w^-r;i/) -4- (2- 



TLC : Rf 0.47 (^DD*;i/A : ^^7-;i/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : S 12.1 (s, 1H), 8.98 (t, J = 5.4 Hz, 1H), 8.18 (m, 
10 1H), 7.95 (m, 1H), 7.85 (d, J = 7.8 Hz,lH), 7.60-7.41 (m, 6H), 737-7.26 (m, 2H), 
7.07 (d, J = 1.5 Hz, 1H), 6.77 (dd, J = 8.1, 1.2 Hz, 1H), 5.13 (s, 2H), 4.91 (d, J = 5.4 
Hz, 2H), 2.94 (t, J = 8.1 Hz, 2H), 2.53 (t, J = 8.1 Hz, 2H), 2.27 (s, 3H)o 

mmm6 (12) 

15 3- (2- ( (3-^;i/-i- (±7*i/>-i-w;i/) r*7io #;wn* 




COOH 
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TLC : Rf 0.25 : W08fr3-fr= 1:1); 

NMR (300MHz,CDCl 3 ) : 6 8.32 (d, J = 8.7 Hz, 1H), 7.88 (d, J = 7.8 Hz, 1H), 
7.80 (d, J = 8.4 Hz, 1H), 7.61-7.25 (m, 9H), 7.00-6.90 (m, 3H), 6.38 (d, J = 8.7 Hz, 
HI), 6.14 (dt, J = 8.7, 7.2 Hz, 1H), 4.99 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 
5 7.2 Hz, 2H), 1.97 (t, J = 7.2 Hz, 2H), 1.80 (m, 1H), 1.13 (d, J = 6.6 Hz, 3H), 1.01 (d, 
J=6.6Hz,3H)o 



mmm6 a 3) 

3- (2- ( ( l l - (^-7^i/>-i—i';i/) ^;v) *;w\* 

10 ^E^lO -4-7i;^Wir:;i/) 7*n;i>^ 




TLC : Rf 0.15 : »»x^;v= 1:1) ; 

NMR (300 MHz, CDClj) : 6 8.55 (m, 1H), 7.91 (m, 1H), 7.81 (d, J = 8.1 Hz, 1H), 
7.68 (d, J = 7.8 Hz, 1H), 7.50-7.23 (m, 8H), 7.00-6.90 (m, 3H), 6.53 (s, 1H), 4.99 (s, 
15 2H),2.98(t,J = 7.5Hz,2H),2.69(t,J = 7.5Hz,2H),2.12(s,6H)o 



mmms (14) 

3- (2- ( (±7#b>-i— f;M5P;i/) #;ww;i/) -4- (2, 
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TLC : Rf 0.53 (^DDttA : ^^y-;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.98 (t, J = 5.4 Hz, 1H), 8.19 (m, 1H), 7.96 (m, 
1H), 7.86 (d, J = 8.1 Hz, 1H), 7.61-7.44 (m, 6H), 7.33 (d, J = 8.7 Hz, 1H), 7.07-7.00 
5 (m, 2H), 6.93 (m, 1H), 4.92 (d, J = 5.4 Hz, 1H), 4.74 (s, 2H), 2.95 (t, J = 7.8 Hz, 2H), 
2.53 (t, J = 7.8 Hz, 2H), 2.23 (s, 6H) 0 

mmm6 (is) 

3- (2- ( {J-7*]s>- 1— f;M^;i/) *;wve-oi/) -4- (2- 

^ /\ ^COOH 



TLC : Rf 0.53 (^DDWA : J—)V= 10:1) ; 
NMR (300 MHz, DMSO-dj) : 6 8.98 (t, J = 5.4 Hz, 1H), 8.19 (m, 1H), 7.95 (m, 
1H), 7.86 (d, J = 8.4 Hz, 1H), 7.61-7.44 (m, 6H), 7.37-7.30 (m, 2H), 7.21 (d, J = 7.8 
15 Hz, 1H), 7.06 (t, J = 8.1 Hz, 1H), 4.92 (d, J = 5.4 Hz, 1H), 4.87 (s, 2H), 2.95 (t, J = 
8.4 Hz, 2H), 253 (t, J = 8.4 Hz, 2H), 2.25 (s, 3H)o 

mMM6 (16) 
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3- (2- ( (±7*i/>- r;M^;iO *;ww^/) -4- (3- 




CN 



[7U— #] 

5 TLC:Rf 0.53(^nn*M:^^;-;i/=10: 1) ; 

NMR (SOOMHz.DMSO-d,;) : 8.97 (t, J = 5.4 Hz, 1H), 8.18 (m, 1H), 7.95 (m, 
1H), 7.85 (d, J = 7.2 Hz, 1H), 7.60-730 (m, 11H), 5.13 (s, 2H), 4.91 (d, J = 5.4 Hz, 
2H), 2.94 (t, J = 7.8 Hz, 2H), 2.52 (t, J = 7.8 Hz, 2H)o 

10 TLC : Rf 0.56 (^DD*M : ;**y-;i/= 1 0 : 1) 0 

j|g6 (17) 

3 - (2 - ( ( (ir) - l- (i-7 1— r;i/) 



15 




T L C : R f 0.15 (^rtl-> : ft»x?-;i/= 1:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.23 (d, J = 7.8 Hz, 1H), 7.89 (d, J = 7.5 Hz, 1H), 
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7.83 (d, J = 8.4 Hz, 1H), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 6.36 (d, J = 8.4 Hz, 
1H), 6.14 (m, 1H), 4.97 (s, 2H), 3.10 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7-2 Hz, 2H), 
1.80(d,J = 6.6Hz,3H) o 



5 nmm6 (is) 

3- (2- ( (l - (±79\/y- 1— -Hi/) 7*Dtr;i/) *;w*e>f ;w) - 

4- 7x;^5 L ;i/7iz;i/) t°d^>^ 




TLC : Rf 0.18 (^=Hf> : »»^;P= 1 : 1) j 
10 N MR (300 MHz, CDQ,) : 6 8.28 (d, J = 8.7 Hz, 1H), 7.88 (d, J = 8.1 Hz, 1H), 
7.81 (d, J = 7.8 Hz, 1H), 7.60-7.24 (m, 9H), 7.00-6.89 (m, 3H), 637 (d, J = 8.7 Hz, 
1H), 5.94 (dt, J = 8.7, 8.7 Hz, 1H), 4.98 (s, 2H), 3.05 (t, J = 7.5 Hz, 2H), 2.75 (t, J = 
7.5 Hz, 2H), 2.15 (m, 2H), 1.10 (t, J = 7.2 Hz, 3H)» 

15 mmrns a 9) 

3-(2-(((is)-i- {-ry&vy- 1— nv) a;wi^e 
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TLC : Rf 0.15 {^D-> :mm^)l= 1:1); 
NMR (300MHz,CDCl,) : 6 8.22 (d, J = 7.8 Hz, 1H), 7.89 (d, J = 7.8 Hz, 1H), 
7.83 (d, J = 8.1 Hz, 1H), 7.62-7.25 (m, 9H), 6.98-6.88 (m, 3H), 636 (d, J = 7.8 Hz, 
1H), 6.14 (m, 1H), 4.97 (s, 2H), 3.09 (t, J = 7.5 Hz, 2H), 2.78 (t, J = 7.5 Hz, 2H), 
5 1.80 (d, J = 6.9Hz,3H)o 

mm (2 0) 

3- (2- ( (l - (±7*i/>-2—f;v) x^;i/) *;w^;i/) -4 



10 




TLC : Rf 0.17 (^DD^M : *9J—fr= 10:1) ; 
NMR (300 MHz, CDd 3 ) : 5 7.84 (m, 4H), 7.53-7.42 (m, 5H), 7.29 (pa, 3H), 6.97 
(m, 3H), 6.56 (d, J = 8.1 Hz, 1H), 5.50 (m, 1H), 5.02 (s, 2H), 3.07 (t, J = 7.5 Hz, 2H), 
2.77 (t, J = 7.5 Hz, 2H), 1.70 (d, J = 6.9 Hz, 3H)o 

mm (2 1) 

3- (2 - ( (4-^h^>i-7^]y>-i— f;M^;i/) *;w^^f;i/) 
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TLC : Rf 0.53 (^do*M : : 1) ; 

N M R (300 MHz, DMSO-ds) : 6 8.87 (t, J = 5.6 Hz, HI), 8.19 (dd, J = 83, 1.4 Hz, 
1H), 8.12 (d, J = 7.5 Hz, 1H), 7.62-7.48 (m, 2H), 7.46-7.36 (m, 3H), 732-7.23 (m, 
3H), 7.00-6.89 (m, 4H), 5.04 (s, 2H), 4.82 (d, J = 5.6 Hz, 2H), 3.96 (s, 3H), 2,92 (t, J 
5 = 7.8 Hz, 2H), 2.50 (m, 2H)o 

gfl6ffU6 (2 2) 

3- (2- ( (^"7^V>- 1— f;M^;i/) •toWZ'iJl') -4- (2- 



TLC:Rf 0.34 (^DD*M : /^y-;i/=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.12 (d, J = 7.2 Hz, 1H), 7.92 (dd, J = 8.1, 1.2 Hz, 
1H), 7.84 (d, J = 8.1 Hz, 1H), 7.64-7.36 (m, 6H), 7.34-7.25 (m, 1H), 7.14-7.02 (m, 
2H), 6.95 (t, J = 7.2 Hz, 1H), 6.82 (d, J = 7.2 Hz, 1H), 6.4 5 (brs, 1H), 5.15-5.05 (m, 
15 2H), 5.07 (s, 2H), 3.13 (t, J = 7.5 Hz, 2H), 2.80 (t, J = 7.5 Hz, 2H), 2.28 (s, 3H)» 

mmm6 (2 3) 

3- (2- ( (J-?9\s>- *;w^-r;i/) -4- (2- 



10 
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TLC : Rf 0.49 (^Dn*M : ;U= 9 : 1) ; 

N MR (300 MHz, CDClj) : 6 8.18 (d, J = 8.4 Hz, 1H), 7.94 (dd, J = 8.4, 1.8 Hz, 
1H), 7.93-7.82 (m, 2H), 7.75 (d, J = 1.8 Hz, 1H), 7.63-737 (m, 6H), 7.32-7.25 (m, 
5 1H), 7.15-6.97 (m,3H), 5.19 (s, 2H), 5.10 (d, J = 5.4 Hz, 2 H), 3.16 (t, J - 7.5 Hz, 
2H), 2.92 (s, 3H), 2.83 (t, J = 7.5 Hz, 2H)o 

WS^U6 (2 4) 

4- (2- ( (3-^5^;i/-i- (^-7^v>- l— Dv) 

10 ^EW;i/) -4-^ocy^>^5 : -;i/7i-;i/) 




TLC : Rf 0.59 (^DD*M : ;i/= 10:1) ; 

N M R (300 MHz, CDClj) : 6 8.34 (d, J = 8.4 Hz, 1H), 7.89 (d, J = 7.8 Hz, 1H), 
7.80 (d, J = 7.8 Hz, 1H), 7.63-7.18 (m, 9H), 7.02-6.88 (m, 3H), 6.20-6.00 (m, 2H), 
15 4.99 (s, 2H), 2.74 (t, J = 7.7 Hz, 2H), 2.27-2.17 (m, 2H), 2.00-1.40 (m, 5H), 1.13 (d, 
J = 6.6 Hz, 3H), 1.01 (d, J = 6.6 Hz, 3H)o 

mums (2 5) 
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3- (2- ( (4-7;u^-d^-7^1/>-i-w;m^;v) #;w^;i0 



TLC : Rf 0.13 (7DD^A : 10:1) ; 

5 N M R (300 MHz, CDC1,) : 6 8.14 (m, 2H), 7.68-7.58 (m, 2H), 7.46-7.38 (m, 3HX 
731-7.23 (m, 3H), 7.09 (dd, J = 9.9, 8.4 Hz, 1H), 6.98-6.87 (m, 3H), 6.39 (t, J = 5.1 
Hz, 1H), 5.04 (d, J = 5.1 Hz, 2H), 4.96 (s, 2H), 3.09 (t, J = 6.9 Hz, 2H), 2.77 (t, J = 
6.9 Hz, 2H)o 

10 ggft60U6 (2 6) 

3- (2 - ( (*/ u>-4— f;i/pwi/) #;w^;i/) -4-7i;^r 



TLC : Rf 0.26 (^DD^l/A : *9 10:1) ; 

15 NMR (300 MHz, CDQ 3 ) : 6 9.12 (t, J = 5.7 Hz, 1H), 8.85 (d, J = 45 Hz, 1H), 
8.24 (d, J = 8.1 Hz, 1H), 8.06 (d, J = 8.1 Hz, 1H), 7.79 (t, J = 7.8 Hz, 1H), 7.66 (t, J = 
8.1 Hz, 1H), 755-7.43 (m, 3H), 7.37-7.25 (m, 3H), 7.01 (m, 2H), 6.94 (t, J = 7.2 Hz, 
1H), 5.09 (s, 2H), 4.96 (d, J = 5.7 Hz, 2H), 294 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 75 
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^fS^J6 (27) 

3 _ ( 2 - ( (3-^^-1- (±7#]sy- l-> OV) #;W\* 

5 -4- Y/Mf7i0 :/n>t>» 




TLC : Rf 0.41 (^DO^M : *9S—fr= 10:1) ; 
N M R (300 MHz, CDC1,) : 6 8.28 (d, J = 8.1 Hz, 1H), 7.87 (ra, 1H), 7.79 (d, J = 
7.5 Hz, 1H), 7.62-7.36 (m, 6H), 7.22-7.06 (m, 3H), 6.65 (d, J = 8.7 Hz, 1H), 6.27 (t, J 
10 = 2.1 Hz, 1H), 6.19 (m, 1H), 5.25 (s, 2H), 2.98 (t, J = 7.5 Hz, 2H), 2.68 (t, J = 7.5 Hz, 
2H), 1.92 (t, J = 7.1 Hz, 2H), 1.78 (m, 1H), 1.11 (d, J = 6.6 Hz, 3H), 0.99 (d, J = 6.6 
Hz,3H)o 



mtm6 (28) 

15 3- (2- ( 1— f/M*7lO fc/WVE-f*) -4- (2- 
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TLC : Rf 0.23 (^DD*;UA :^^y-;V=10 : 1) ; 
N MR (300 MHz, DMSO-d 6 ) : 6 9.01 (t, J = 4.8 Hz, 1H), 8.17 (dd, J = 7.8, 1.5 Hz, 
1H), 7.94 (d, J = 6.9 Hz, 1H), 7.85 (d, J = 7.2 Hz, 1H), 7.74 (d, J = 7.5 Hz, 1H), 7.65 
(t, J = 7.2 Hz, 1HX 7.60-7.44 (m, 6H), 733 (m, 2H), 7.09 (t, J = 7.8 Hz, 1H), 5.26 (s, 
5 2H), 4.91 (d, J = 4.8 Hz, 2H), 2.93 (t, J = 8.1 Hz, 2H), 2^2 (t, J = 8.1 Hz, 2H)o 

mmme (2 9) 

3- (2- ( (^7*i/>- l— f;M^;v) *;i/;*e-f;i/) -4- (2- 



TLC : Rf 0.20 (^DD/M/A : ^^y-;i/=l 0 : 1) ; 
NMR (300 MHz, CDC!,) : 6 8.12 (d, J = 7.8 Hz, 1H), 7.90 (d, J = 7.8 Hz, 1H), 
7.84 (d, J = 8.4 Hz, 1H), 7.62-7.40 (m, 6H), 7.36-7.26 (m, 2H), 7.15 (ddd, J = 8.7, 
8.7, 3.0 Hz, 1H), 6.88 (m, 2H), 6.39 (t, J = 4.8 Hz, 1H), 5.10 (d, J = 4.8 Hz, 2H), 5.05 
15 (s, 2H), 3.12 (t, J = 7.5 Hz, 2H), 2.79 (t, J = 7.5 Hz, 2H), 

mMMe (3 0) 

3 _ ( 2 - ( (3-^^;i/-i- (j-7*u>-i-4») #;wt 



10 
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COOH 



TLC : Rf 0.54 (^DD*M : *9J—)V= 10:1) ; 
NMR (300 MHz, DMSO-d*) : 6 9.09 (d, J = 8.1 Hz, 1H), 8.36 (d, J = 3.3 Hz, 1H), 
8.27-8.16 (m, 2H), 7.97 (d, J = 7.8 Hz, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.68-7.43 (m, 
5 6H), 7.41-7.30 (m, 3H), 5.93 (m, 1H), 5.19 (s, 2H), 2.98-2.80 (m, 2H), 2.62-2.38 (m, 
2H), 1.97-1.76 (m, 2H), 1.59 (m, 1H), 1.11 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
3H) 0 

io 3- (2- ( {±7t>vy- i— f;M^;i/) p^w^-oi/) -4- (2- 

^ /COOH 



TLC : Rf 0.55 (^nn7fr;i/A : ^^y-;i/= 10:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 10.44 (s, 1H), 9.02 (t, J = 6.0 Hz, 1H), 8.19 (m, 
15 1H), 7.97 (m, 1H), 7.87 (m, 1H), 7.78-7.42 (m, 8H), 7.40-7.28 (m, 2H), 7.11 (t, J = 
7.5 Hz, 1H), 5.27 (s, 2H), 4.94 (d, J = 6.0 Hz, 2H) 2.96 (t, J = 7.8 Hz, 2H), 2.55 (t, J 
= 7.8Hz,2H)„ 
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mmM6 (3 2) 

3- (2- ( 1— r;i/^^;i/) #;wt^;i,) -4- (2- 



5 TLC : Rf 0.50 (^DD*c;VA : ^^y-;i/= 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.00 (t, J = 5.7 Hz, 1H), 8.20 (d, J = 7.8 Hz, 1H), 
7.97 (m, 1H), 7.87 (m, 1H), 7.66-7.30 (m, 8H), 7.20 (m, 1H), 7.02 (d, J = 8.1 Hz, 
1H), 6.96 (t, J = 7.5 Hz 1H), 5.10 (s, 2H), 5.03 (brs, 1H), 4.94 (d, J = 5.7 Hz, 2H), 
4.57 (s, 2H), 2.96 (t, J = 8.0 Hz, 2H), 2.54 (t, J = 8.0 Hz, 2H)o 

10 

mrnms (33) 

3- (2 - ( (3-^?;i/-i-7i-;i/^) £;w^&-r;i/) -4-7 



15 TLC : Rf 0.31 (^DD*M : **y-;i/= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.45-7.25 (m, 10H), 7.02-6.93 (m, 3H), 6.40 (d, J = 
7.2 Hz, 1H), 5.23 (m, 1H), 5.02 (s, 2H), 3.01 (dt, J = 2.7, 7.8 Hz, 2H), 2.72 (t, J = 7.8 
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Hz, 2H), 1.85-1.65 (m, 2H), 1.60 (m, 1H), 0.98 (d, J = 6.3 Hz, 6H)o 
ffeiiffJ6 (3 4) 

3- (2- ( (^-7^ix>- iuuttjfr) -4- (2- 

5 7tf;i/7^7i^^>^f;!/) 7i-;b) 7*D;1>^ 



TLC:Rf 0.50 (^nn^l/A : *?J—fr= 9 : 1 ) ; 
N M R (300 MHz, DMSO-d 6 ) : 6 9.07 (s, 1H), 9.00-8.92 (m, 1H), 8.17 (d, J - 7.2 
Hz, 1H), 7.98-7.91 (m, 1H), 7.88-7.76 (m, 2H), 7.68-7.40 (m, 6H), 730 (d, J = 8.1 
10 Hz, 1H), 7.10-6.96 (m, 2H), 6.92-6.83 (m, 1H), 5.14 (s, 2HX 4.92 (d, J = 5.4 Hz, 2H), 
2.94 (t, J = 7.5 Hz, 2H), 2.52 (t, J = 15 Hz, 2H), 2.01 (s, 3H)o 

HflKflJ6 (3 5) 

3- (2- ( (^-7^i/>- 1— f;M^;i/) #;w^e-r;i/) -4- (2- 
15 ^ hdf^xy^^;!/) :/n;i>& 



TLC : Rf 0.50 (7DD*;i/A : p<^y-;i/=9 : 1) ; 

N MR (300 MHz, CDCQ : 6 8.11 (d, J = 8.4 Hz, 1H), 7.92-7.80 (m, 2H), 7.61- 
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7.36 (m, 6H), 7.29-7.23 (m, 1H), 6.93-6.78 (m, 4H), 6.42 (m, 1H), 5.08 (d, J = 5.4 
Hz, 2H), 5.04 (s, 2H), 3.75 (s, 3H), 3.11 (t, J = 7.2 Hz, 2H), 2.78 (t, J = 7.2 Hz, 2H)o 

igffifli]6 (3 6) 

5 3- (2- (.(±7^l/>-l— 4Jl*f-)l) i3)W^)V) -4- (2- 




TLC : Rf 0.62 (£DP*;VA : ;i/= 10:1) ; 

N MR (300 MHz, DMSO-dJ : 6 9.03 (brs, 1H), 8.20 (m, 1H), 7.97 (m, 1H), 7.87 
10 (m, 1H), 7.64-7.39 (m, 6H), 7.38-7.20 (m, 3H), 7.06 (d, J = 8.1 Hz, 1H), 6.95 (t, J = 
7.5 Hz, 1H), 5.11 (s, 2H), 4.93 (d, J = 5.4 Hz, 2H), 4.43 (s, 2H), 3.26 (s, 3H), 2.95 (t, 
J = 7.8 Hz, 2H), 2.66-2.36 (m, 2H) Q 

mmme (37) 

15 3- (2- ( (3-*^;v-i- (4-^f^7i-;i/) #;ws 
^-f;i/) -4-7i/^f;i/7x-;i/) t°d71>^ 
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TLC : Rf 0.091 (£tm*;i/A : J— )]/= 10:1) ; 
NMR (300 MHz, CDCQ : 6 7.45-7.38 (m, 2H), 7.34-723 (m, 5H), 7.03-6.93 (m, 
3H), 6.88 (d, J = 8.7 Hz, 2H), 6.33 (d, J • 8.1 Hz, 1H), 5.19 (dt, J = 8.1, 8.1 Hz, 1H), 
5.02 (s, 2H), 3.80 (s, 3H), 3.01 (dt, J = 3.0, 7.2 Hz, 2H), 2.72 (t, J = 7.2 Hz, 2H), 
5 1.85-1.65 (m, 2H), 1.63 (m, 1H), 0.97 (d, J = 6.6 Hz, 6H)o 

rnmms (3 8) 

3- (2- ( ( (1R) -l- (i-7*\s>-l-' r;iO x^;p) turn* 
-r;i/) -4-7iy^>7xr;v) 7"D/i>m 



TLC : Rf 0.49 (^nD^M : ^#y-;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.17 (d, J = 8.1 Hz, 1H), 7.90-7.76 (m, 2H), 
7.60-7.40 (m, 4H), 736-7.23 (m, 2H), 7.19 (d, J = 8.3 Hz, 1H), 7.10 (m, 1H), 7.00- 
6.88 (m, 4H), 6.30 (d, J = 8.1 Hz, 1H), 6.10 (m, 1H), 3.10-2.98 (m, 2H), 2.80-2.68 
15 (m, 2H), 1.77 (d, J = 6.6 Hz, 3H)o 

mmm6 (39) 

3-(2-(((lR)-l - 1— f;iO x^;i/) fc;w^ 

-f;i>) -4- (KU5?>-2— f;i/**S/) 7irjl/) 7u^>m 



10 
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TLC : Rf 0.40 (^DD*M : *#;-)V= 10:1) ; 
NMR (300 MHz, CDCL,) : 6 8.19 (d, J = 8.4Hz, 1H), 8.10 (m, 1H), 7.86 (m, 1H), 
7.78 (d, J = 7.8 Hz, 1H), 7.68 (m, 1H), 7.59-7.40 (m, 4H), 7.28-7.20 (m, 1H), 7.12- 
5 7.04 (m, 2HX 6.99 (m, 1H), 6.89 (d, J = 8.4 Hz, 1H), 6.61 (d, J = 8.1 Hz, 1H), 6.10 
(m, 1H), 3.10-3.00 (m, 2H), 2.76-2.66 (m, 2H), 1.76 (d, J = 6.6 Hz, 3H) o 

m^ms (4 0) 

3- (2- ( (3-pWi/-l- (4-7;WD7 oi^;i/) ft;wt 
10 ^e-f;i/) -4-7^y^>^g : -;P7ai^;i/) 7"nm>^ 




TLC : Rf 0.44 (^DD*M : ^^^-)V= 1 0 : 1) ; 
NMR (300MHz,CDCl 3 ) :6 7.46-7.24 (m, 7H), 7.08-6.93 (m, 5H), 6.40 (d, J = 
8.4 Hz, 1H), 5.21 (q, J = 8.1 Hz, 1H), 5.02 (s, 2H), 3.05-2.95 (m, 2H), 2.76-2.67 (m, 
15 2H), 1.86-1.51 (ro, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

f£flSff>J6 (4 1) 

3- (2- ( (3-^WI/-l- (4-^Wx-;i/) 7^;]/) #;W^ 
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0° 




TLC : Rf 0.44 (^OD^M : *9;—)\t= 1 0 : 1) ; 
NMR (300 MHz, CDClj) : 6 7.46-7.12 (m, 9H), 7.02-6.92 (m, 3H), 6.33 (d, J = 
5 8.4 Hz, 1H), 5.20 (q, J = 7.8 Hz, 1H), 5.02 (s, 2H), 3.07-2.95 (m, 2H), 2.78-2.69 (m, 
2H), 2.34 (s, 2H), 1.88-1.44 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)o 

mMM6 (4 2) 

3- (2- ( (3-^^-1-71^1/7^) *;w?t-f;i/) -4 - (tr 
10 U i»- 3— f/Pd-^Sot 7i-;i/) 7n/ryi 

^\ XOOH 



TLC : Rf 0.30 (^Dn*M : ^^^-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.35-8.30 (m, 1H), 8.23 (dd, J = 4.2, 1.8 Hz, 1H), 
7.44-7.22 (m, 10H), 6.84 (brd, J = 9.0 Hz, 1H), 5.24 (q, J = 6.9 Hz, 1H), 5.06 (s, 2H), 
15 3.01 (t, J = 7.2 Hz, 2H), 2.75 (t, J = 7.2 Hz, 2H), 2.30-1.52 (m, 3H), 0.98 (d, J = 6.6 
Hz,6H) 0 
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$®m6 (43) 

3 - (2- ( (3-^^l/-l-7ir;i/7f;i/) ivw^jfr) -4— (tT 



5 TLC:Rf 0.23 (^DD*;i/A:^^7-;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.44-8.30 (m, 2H), 7.78 (brd, J = 8.1 Hz, 1H), 
7.44-7.23 (m, 8H), 6.93-6.82 (m, 2H), 5.24 (q, J = 8.1 Hz, 1H), 5.14 (s, 2H), 2.97 (t, 
J = 6.3 Hz, 2H), 2.85-2.74 (m, 2H), 2.30-1.40 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) G 

10 fgflEff]6 (44) 

3- (2- ( (i-7i^xf;i/) -4-7i;^f 



TLC : Rf 0.63 (^D0*M : )V=5 : 1) ; 

15 N M R (300 MHz, DMSO-dJ : d 8.92 (d, J = 7.8 Hz, 1H), 7.48-7.20 (m, 10H), 
7.07-6.91 (m, 3H), 5.13 (m, 1H), 5.09 (s, 2H), 2.87 (t, J = 7.9 Hz, 2H), 2.60-2.40 (m, 
2H),1.44(d,J = 7.2Hz,3H)o 
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mum 6 (45) 

3- (2- ( (3-^^;i/- i-7xr;i/^P) #;w^-r;i/) -4- (t: 



5 




TLC : Rf 0.59 (^DD*M : ^^y-;i/=9 : 1) ; 
NMR (300 MHz, CDd 3 ) : 6 8.16 (dd, J = 5.1, 1.2 Hz, 1H), 7.65-7.55 (m, 1H), 
7.50-7.40 (m, 2H), 7.40-7.24 (m, 6H), 6.94-6.86 (m, 1H), 6.79 (d, J = 8.4 Hz, 1H), 
6.41 (brd, J = 8.4 Hz, 1H), 534 (s, 2H), 5.24 (q, J = 8.4 Hz, 1H), 3.08-2.90 (m, 2H), 
10 2.72 (t, J = 7.2 Hz, 2H), 2.00-1.40 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H) 0 

mmme (4 6) 

3- (2- ( (3 1 -7^-)l73-)l/) 1j)W^J)1) -4-7 



15 




TLC : Rf 0.45 (i'DD^A : ;*#7-;i/=9 : 1) ; 

NMR (300 MHz, CDCQ : S 7.40-7.10 (m, 10H), 6.73 (t, J = 15 Hz, 1H), 6.61 (d, 
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J = 7.5 Hz, 2H), 637 (d, J = 8.4 Hz, 1H), 5.21 (q, J = 7.2 Hz, 1H), 42,9 (s, 2H), 3.05- 
2.87 (m, 2H), 2.76-2.60 (m, 2H), 1.84-1.47 (m, 3H), 0.96 (d, J = 6.6 Hz, 6H) „ 

mffiM6 (4 7) 

5 2- (2- ( i-y^~)i^)i) *;wt^-<;v) -4-7 



TLC : Rf 0.28 (^OD*M : J— ;i/= 1 0 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 8 9.17 (d, J = 8.1 Hz, 1H), 7.95 (d, J = 2.1 Hz, 1H), 
10 7.54 (dd, J = 8.4, 2.1 Hz, 1H), 7.40-7.13 (m, 8H), 7.00-6.87 (m, 3H), 5.12 (m, 1H), 
5.05 (s, 2H), 4.92 (s, 2H), 1.84 (m, 1H), 1.68-1.48 (m, 2H), 0.90 (d, J = 6.3 Hz, 3H), 
0.89 (d, J = 6.3 Hz, 3H)o 

^6S^J6 (4 8) 

15 3- (2- ( (i-7x-;i/rnif;i/) a/wt^/P) -4.-7*;*is* 





283 



Page: 285 



WO 03/016254 



PCT/. 




120 



TLC : Rf 0.47 (?UU*frA : *#J-)V= 10:1) ; 
N M R (300 MHz, DMSO-d,) : 6 8.83 (d, J = 8.4 Hz, Hi), 7.44-7.18 (m, 10H), 
7.03-6.90 (m, 3H), 5.08 (s, 2H), 4.86 (m, Hi), 2.84 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 1.82-1.64 (m, 2H), 0.90 (t, J = 7.5 Hz, 3H)o 



mmme (4 9) 

3- (2- ( (l-7i-;i/W) *;W^>f;i/) -4-7^./^^?- 



10 TLC:Rf O.47(^DD*M:^^y-;i/=10: 1) ; 

NMR (300 MHz, CDCI3) : 8 7.47-1.24 (m, 10H), 7.02-6.91 (m, 3H), 6.41 (d, J = 
8.1 Hz, 1H), 5.15 (q, J = 7.8 Hz, 1H), 5.03 (s, 2H), 3.08-2.97 (m, 2H), 2.78-2.69 (m, 
2H), 1.98-1.74 (m, 2H), 1.52-1.23 (m, 2H), 0.96 (t, J = 7.2 Hz, 3H)o 

15 mam 6 (so) 

3- (2- ( (3-^;i/7^;i/) #;w^;i/) -4-7x;^^ 
71-^ yuj^ym 



5 
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TLC : Rf 0.36 : f|sRx?-;i/= 1:3); 

NMR (300 MHz, CDClj) : 6 7.45-7.40 (m, 2H), 7.34-7.26 (m, 3H), 7.02-6.93 (m, 
3H), 6.14 (m, 1H), 5.03 (s, 2H), 3.50-3.41 (m, 2H), 3.08 (t, J = 7.4 Hz, 2H), 2.79 (t, J 
= 7.4 Hz, 2H), 1.68 (m, 1H), 1.55-1.46 (m, 2H), 0.95 (d, J = 6.6 Hz, 6H) . 



mmms (5 p 

3- (2- ( (3-^^-l-7i-;i/rf;v) jb/wvE-r/iO -4- (t? 



10 TLC : Rf 0.49 (^DO^bA : ^^y-;i/=9 : 1) ; 

NMR (300 MHz, CDClj) : 6 8.53 (d, J = 4.5 Hz, 2H), 7.52-7.46 (m, 2H), 
7.40-7.20 (m, 6H), 6.97 (t, J = 4.5 Hz, 1H), 6.45 (brd, J = 7.8 Hz, Hi), 5.40 (s, 2H), 
5.28-5.18 (m, 1H), 3.01 (dt, J = 2.7, 7.5 Hz, 2H), 2.72 (t, J = 7.5 Hz, 2H), 1.90-1.40 
(m, 3H), 0.99 (d, J = 6.6 Hz, 6H) D 



mm (5 2) 

3 - (2 - ( (3 -*2-JU- 1 -7ir^) #;i/n^;i/) -4- (If 



5 




15 
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TLC : Rf 0.49 (^nn*M : *9 J — )l=9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.27 (d, J = 1.2 Hz, Hi), 8.15 (d, J = 2.7 Hz, 1H), 
8.09 (dd, J = 2.7, 1.2 Hz, 1H), 7.48-7.42 (m, 2H), 7.42-724 (m, 6H), 6.44 (brd, J = 
5 8.1 Hz, 1H), 5.35 (s, 2H), 5.30-5.20 (m, 1H), 3.06-2.96 (m, 2H), 280-2.70 (m, 2H), 
1.88-1.40 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)„ 

fHflg0l]6 (5 3) 

3- (2- ( (3-^f*-l-7i-^*) *;W"W;i/) 4-4- (2 
10 -^^K»JS?>-3->f^*^^) 7x-;i/) 7"D^>K 




TLC : Rf 0.28 (^DD*M : *#y-;i/=l 0 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.00 (dd, J = 4.8, 1.2 Hz, 1H), 7.43-7.14 (m, 
11H), 5.13 (s, 2H), 5.05 (m, 1H), 2.89-2.76 (m, 2H), 2.48-2.35 (m, 2H), 2.39(s, 3H), 
15 1.81-1.54 (m, 2H), 1.44 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 0.90 (d, J = 6.6 Hz, 3H) „ 

mmme (54) 
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3- (2- ( (3-^f;i/-l-7xr;i/7f;P) *;w\*^;i/) -4-7 



TLC : Rf 0.34 (^DD*;i/A : ^^y— ;i/= 10:1) ; 
5 N M R (300 MHz, DMSO-d 6 ) : 6 8.75 (d, J = 8.7 Hz, 1H), 7.38-7.13 (m, 13H), 
5.03 (m, 1H), 4.24 (s, 2H), 2.84-2.73 (m, 2H), 2.47-2.37 (m, 2H), 1.79-1-54 (m, 2H), 
1.42 (m, 1H), 0.92 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H)o 

Hffi0U6 (5 5) 

10 3- (2- ( (3-^^-l-7x-;v7?;v) #;i//W;i/) - 4- (5=- 

^ z\ XOOH 



TLC : Rf 0.34 (^DO^A : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-dJ : 6 8.77 (d, J = 8.7 Hz, 1H), 7.72 (d, J = 3.3 Hz, 1H), 
15 7.66 (d, J = 3.3 Hz, 1H), 739-7.18 (m, 8H), 5.03 (m, 1H), 4.48 (s, 2H), 2.84-2.72 (m, 
2H), 2.48-2.38 (m, 2H), 1.79-1-54 (m, 2H), 1.42 (m, 1H), 0.92 (d, J = 6.6 Hz, 3H), 
0.90 (d, J = 6.6 Hz, 3H)o 
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msme (5 6) 

3- (2- ( (3-^^-1-71^1/7^) *;w^^;i/) -4- (1 



TLC : Rf 0.28 (^on$M : ^^y— ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.70 (d, J = 8.1 Hz, 1H), 7.38-7.14 (m, 8H), 7.08 
(s, 1H), 6.93 (t, J = 12. Hz, 1H), 5.02 (m, 1H), 4.18 (s, 2H), 3.37 (s, 3H), 2.85-2.73 
(m, 2H), 2.48-2.37 (m, 2H), 1.80-1-55 (m, 2H), 1.43 (m, 1H), 0.93 (d, J = 6.6 Hz, 
10 3H),0.90(d,J = 6.6Hz,3H) o 

Hffi^J6 (5 7) 

3- (2- ( (2-sy^n7°n^;i/-i-7^-;i/3i5 : -;v) *;wvt-f;i/) 

-4-7xy^^l/7iZ/l/) 7D/^>^ 



5 





COOH 



15 



[7'JH*:] 



TLC : Rf 0.37 (7UD*/l/A : — ;b= 9 : 1) ; 
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NMR (300 MHz, CDClj) : 6 7.1 '4 (m, 1H), 7.48-7.22 (m, 9H), 7.00-6.93 (m, 3H), 
6.62 (d, J = 7.2 Hz, 1H), 5.25 (dt, J = 7.2, 75 Hz, 1H), 5.02 (s, 2H), 3.03 (t, J = 7.2 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.88-1.72 (m, 2H), 0.66 (m, 1H), 0.55-0.40 (m, 2H), 
0.20-0.01 (m, 2H) 0 
5 |>Hj£AiI] 

TLC : Rf 0.44 (^DD^VA : ^*y-;i/=9 : 1) „ 

(5 8) 

3- (2 - ( (3-^f;i/-i-7i^7fji/) *;w\*^^;i/) -4-^. 
10 >^;i/^^>7^-;b) 7u/*>M 



TLC : Rf 0.41 (^Dn^l/A : ^^7— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.44-7.24 (m, 10H), 7.18 (d, J = 9.0 Hz, 1H), 
7.00-6.92 (m, 2H), 6.32 (brd, J = 8.4 Hz, 1H), 5.26-5.16 (m, 1H), 5.04 (s, 2H), 3.00- 
15 2.90 (m, 2H), 2.70 (t, J = 6.9 Hz, 2H), 1.84-1.44 (m, 3H), 0.98 (d, J = 6.6Hz, 6H)o 

mmme (59) 

3- (2- ( (3-^;i/- 1 -7i^^7"f;i/) #;w\*^;i>) -4- (2 
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pct/: 



mm 




COOH 



TLC : Rf 0.55 (*DD*;i/A : **;-)\<=9 : 1) ; 
NMR (300MHz, CDd 3 ) : 6 7.50-7.24 (m, 8H), 7.22-7.10 (m, 2H), 6.95-6.80 (m, 
2HX 634 (brd, J = 8.1 Hz, 1H), 5.30-5.20 (m, 1H), 5.05 (s, 2H), 3.10-2.95 (m, 2H), 
5 2.74 (t, J - 7.8 Hz, 2H), 2.27 (s, 3H), 1.90-1.50 (m, 3H), 1 .00 (d, J = 6.6 Hz, 3H), 
0.99 (d, J = 6.6 Hz, 3H) 0 

«W6 (6 0) 

3- (2- ( (3-^f;i/-l-7ir:;v^i/) *;ww;i/) -4 - (2 



TLC : Rf 0.48 (^nn*;i/A : Mr J— ;i/=9 : 1) ; 
NMR (300 MHz, CDC1,) : 6 1M-13A (m, 8H), 7.00-6.84 (m, 4H), 6.44 (brd, J 
= 8.4 Hz, 1H), 5.30-5.15 (m, 1H), 5.09 (s, 2H), 3.86 (s, 3H), 3.08-2.95 (m, 2H), 2.72 
15 (t, J = 7.8 Hz, 2H), 1.90-150 (m, 3H), 0.98 (d, J = 6.6 Hz, 6H)o 

m$>]6 (6 1) 
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3 - (2- ((3-^f;i/-i-7i^r^) ijjutv&Cfr) -4 - (2 



T L C : R f 0.44 (^DD : £9 S — ;i/= 9:1) ; 
5 N M R (300 MHz, CDO,) : <? 7.45-7.24 (m, 8H), 7.00-6.80 (m, 4H), 6.43 (brd, J 
= 8.1 Hz, 1H), 5.80-5.50 (brs, 1H), 5.30-5.20 (m, 1H), 5.07 (s, 2H), 3.10-2.97 (m, 
2H), 2.74 (t, J = 7.2 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

^fe#J6 (6 2) 

io 3 - (2- ( (2-7i-Mfjk) *;w*e-f;i/) -4-7x;^f 



TLC : Rf 0.42 (7DD^A : ^^y-;i/= 10:1) ; 
NM R (300 MHz, CDC1 3 ) : 6 7.42-7.20 (ro, 10H), 7.00-6.90 (m, 3H), 6.25 (m, 1H), 
15 4.98 (s, 2H), 3.72 (dt, J = 6.9, 6.0 Hz, 2H), 3.01 (t, J = 7.2 Hz, 2H), 2.94 (t, J = 6.9 
Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H)„ 
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mmm6 (6 3) 




5 TLC:Rf 0.42(^DD*M:^^y-;i/=10: 1) ; 

NM R (300 MHz, CDd 3 ) : 6 7.46-7.25 (m, 10H), 6.99-6.92 (m, 3H), 6.48 (m, 1H), 
5.00 (s, 2H), 4.61 (d, J = 5.7 Hz, 2H), 3.10 (t, J = 7.5 Hz, 2H), 2.77 (t, J = 7.5 Hz, 
2H)o 

10 %tt«6 (6 4) 

3- (2- ( (3-^f;v-l-7i-;i/-3-7*r-;v) #;w^;i/) 
-4-7x;^f;i/7i-;v) 




TLC : Rf 0.49 (^DDWA : ;i/=9 : 1) ; 

15 N M R (300 MHz, CDd 3 ) : <5 7.46-7.24 (m, 10H), 7.04-6.92 (m, 3H), 6.43 (brd, 
J = 7.5 Hz, 1H), 5.42-5.32 (m, 1H), 5.04 (s, 2H), 4.86 (brs, 1H), 4.79 (brs, HI), 3.04 
(t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 2.64-2.50 (m, 2H), 1.81 (s, 3H) G 
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mmme (6 5) 

3- (2-7x-;i/A;wt^;i/-4-7^ydr->><5 L ;i/7ir:;i/) yuA 




5 TLC : Rf 0.42 (^DD^I/A : *$;-)V=l 0 : 1) ; 

N M R (300 MHz, CDd 3 + CD 3 OD) : 6 7.70-7.61 (m, 3H), 7.46 (m, 1H), 7.39- 
7.27 (m, 5H), 7.14 (m, 1H), 7.00-6.95 (m, 3H), 5.06 (s, 2H), 3.11 (t, J = 6.9 Hz, 2H), 
2.83 (t, J = 6.9 Hz, 2H)o 

10 iail^l6 (6 6) 

3- (2- ( (3-^^;i/-l- (4-Fij7MD^W7i^l/) 7^ 




TLC : Rf 0.39 (^DO*M : 19:1) ; 

15 NMR (300 MHz, CDd 3 ) : 6 7.61 (d, J = 8.1 Hz, 2H), 7.51-7.40 (m, 4H), 
135-125 (m, 3H), 7.02-6.93 (m, 3H), 6.54 (d, J = 8.1 Hz, 1H), 5.26 (m, 1H), 5.03 (s, 
2H), 3.01 (t, J = 7.2 Hz, 2H), 2.76-2.68 (m, 2H), 1.84-1.55 (m, 3H), 0.99 (d, J = 6.3 
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Hz, 3H), 0.98 (d, J = 63 Hz, 3H) 0 

mime (6 7) 

3- (2- ( (3-^;i/-i- (4-if^>7i-;i/) *;wt 

5 ^JJV) -4-7i;^?;i/7i-^) 7*D/1>& 



TLC : Rf 0.40 (^DD^l/A : ;V= 19:1) ; 

NMR (300 MHz, CDC1,) : 6 7.45-7.37 (m, 2H), 7.34-7.24 (m, 5H), 7.02-6.92 (m, 
3H), 6.87 (d, J = 8.4 Hz, 2H), 6.31 (d, J = 8.4 Hz, 1H), 5.18 (m, 1H), 5.01 (s, 2H), 
10 4.02 (q, J = 6.9 Hz, 2H), 3.06-2.98 (m, 2H), 2.76-2.68 (m, 2H), 1.85-1.50 (m, 3H), 
1.40 (t, J = 6.9 Hz, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmme (6 8) 

3- (2- ( (3-^;i/-l- (3-^?-;i/7 3i-;i/) *;w\-^ 
15 -r;i/) -4-7i;^f;i/7i^v) rn;s>^ 





TLC : Rf 0.40 (7PH*M : *#S—)V=9 : 1) 0 
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mmm6 (6 9) 

3- (2- ( (3-^)1-1- (3-^DD7x-;i/) #;w^ 
<i)V) -4-7 i^^Wzr:^) rny^H 



5 




TLC : Rf 0.40 (^DP*M : ;i/= 9 : 1) 0 

mmm6 (7 0) 

3- (2- ( (3-^^;i/-l- (4-^DD7i-Jb) *;i//VE 
io -4-7i/^f;V7i-;i') 7*n7i>g 




TLC : Rf 0.40 (70D*;i/A : ;P=9 : 1) 0 



g|fl{SffJ6 (7 1) 

15 3- (2- ( (3-pt^;i/-l- (3-hij7MD^^I/7i^) 7> 
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TLC : Rf 0.40 (^nP$;i/A : J— ;i/=9 : 1) » 



■mWS (72) 

5 3- (2- ( (3-^;i/-l- (3-^DD-4-7;VtD7x-;i/) 2" 




TLC : Rf 0.40 (7nD^;i/A : *#;—)V=$ : 1) o 

10 H«6 (73) 

3- (2- ( (3-^;i/- l - (3-7Mn7i^) :/^;i>) 

-4-7i7^f;i/7x-;i/) 7"D;1>i 
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TLC : Rf 0.53 (^DD*M : 9 : 1) „ 

%MM6 (74) 

3- (2- ( (3-^)1-1- (3, 4, 5-hU7WD7xz;i/) 
5 *;wt^e>f;i/) -4-7i;^f;i/7xr;p) :/0,k>& 




TLC : Rf 0.53 (^dd*M : ^^y-;u=9 : 1) „ 
^0!I6 (7 5) 

io 3- (2- ( (3-^^;i/-i- (3, V7fr*u*3-n,7x.=.fr) 




TLC : Rf 0.53 (^DD^M : *#S-)V=9 : 1) 0 

15 mmmG (7 6) 

3- (2- ( (3-^;i/- 1- (3-^ h=3p^7x-;i/) 
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0° 




TLC : Rf 0.53 (?DD*;i/A : ;!/= 9 : 1) 0 

5 ^0116 (7 7) 

3- (2- ( (3-^3\>l/-l- (4-x?-;V7 X -;i,) 7?)v) *;w*E 



TLC : Rf 0.53 (^DD*M : ^^^-;i/=9 : 1) 0 

10 

3- (2 - ( (3-^^;i/-l- (4-r^7i-;i/) #;w^e 
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TLC : Rf 0.53 (^DD*M : J— ;i/= 9 : 1) 0 

mm\§ (79) 

5 3- (2- ( (3 I- (4-7MD-3-^f;V7ix;i/) :/ 




TLC : Rf 0.53 (^DD^I/A : ;**/-;i/=9 : 1) o 

10 (8 0) 

3- (2- ( (3-^^-1- (3-7MD-4-^h^>7i-;V) 
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120 



TLC : Rf 0.53 (#dd*;pa : ;rf*y-;i/=9 : 1) 0 
mSSMQ (8 1) 

3- (2- ( (3-^3\n/-l- (3-7MD-4-^Wi^) 7 



TLC : Rf 0.53 (7DD*M : ^^y-;i/=9 : 1) 0 

mmm6 (8 2) 

10 3- (2- ( (3-^^;i/-l- (4-^nn-3-7;i/^-D7x-;i/) ^ 



TLC : Rf 0.53 (*nnaM/A : *#;-)l>=9 : 1) „ 

15 mmm6 (8 3) 

3- (2- ( (3-^^;i/-l- (4-7WD7xr;i/) 7^;i/) 
-t-f;!/) -4- (2-^5 : -;P7aiy^rS/^5 : -;b) 7x-;i/) :td>>i>^ 

300 
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TLC : Rf 0.69 (^nD*M : ;-)]/= 10:1) 



mam 6 (8 4) 

5 3- (2- ( (3-PWI/-1- (4-7;i/^-D7oi-;i/) 73-))/) jjjVrt 
-4- (2-^nD7i;+ww) 7jl-)\/) 7ur\>W. 

JCOOH 




TLC : Rf 0.67 (^DD^M : *$J-)V= 10:1) 



10 -$mm§ (8 5) 

3- (2- ( (3-^;i/-l- (4-yji,*u7^-)V) 7^)1) 



,COOH 
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TLC : Rf 0.66 (^dd*M : ;*#y-;V=l 0 : 1) 0 

mme (8 6) 

3- (2- ( (3-^^;i/- 1- (4-7;wd7i-ji/) -ff-fr) #;ws 
5 ^;v) -4- (3-<>7;7xy^f;i/) 7xr;i/) :/d/s>& 




TLC : Rf 0.64 (^DD*M : ;U= 1 0 : 1) „ 

mm 6 (8 7) 

io 3- (2- ( (3 1- (4-7MD7ir;v) #;w\* 

^;u) -4- (2-7DD-5-^f;i/7i;^f;i/) 7i_;i/) 7* 




TLC : Rf 0.66 (^nn*M : ;i/= 10: Do 

15 

^M#iJ6 (88) 

3- (2- ( (3-^;i/-i- (4-7^D7x^) 7^;i/) #;wt 
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XOOH 



TLC : Rf 0.52 (^Dn4Vl/A : ^^7— ;i/= 1 0 : 1) o 

5 mms (8 9) 

3- (2- ( (3-*3-)l- 1 - (4-7WD7i-^) ^^l/) ^;WN* 

^ ^ XOOH 



TLC : Rf 0.60 (^DD*;i/A : S— )V= 1 0 : 1) » 

10 

mmme oo) 

3- (2- ( (3-^^;i/- 1 - (4-t-7f;V7ir;i/) 
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TLC : Rf 0.72 (^DO*M 1 0 : 1) a 

mm/rne o 1) 

5 3- (2- ( (3-^^)1-1- (2-^h^>7ir;i/) 



TLC : Rf 0.68 (^DD*;i/A : ^^7-;V= 1 0 : 1) o 

10 ^fe#U6 (9 2) 

3- (2 - ( (3-^^-1- (4-7MD-2-^f;i/7i-;i/) ^ 
*;w^-r;i/) -4-7xy^f;i/7i^;i/) yunyB. 

^ /\ /COOH 
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TLC : Rf 0.68 (^Dn*M : 1 0 : 1) „ 

%ffi086 (9 3) 

3- (2- ( (3-^^-1- (3-xf;i/7xr;p) 7^)1) 



TLC : Rf 0.53 (^DD*M : ;i/=9 : 1) „ 

mmm6 (9 4) 

10 3- (2- ( (3-*^;i/-l- (3, 5-V*?-)V7^-;V) ^^) * 



TLC : Rf 0.53 (?DD*M — ;i/= 9 : 1) „ 

15 mmme (9 5) 

3- (2- ( (3 1 - (3, 5-V*?))/-4-* h^>7x- 

;i/) */wve-r;i/) -4-7x;+i/^f;i/7x-;i/) yunym. 
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TLC : Rf 0.53 (^DD^;i/A : *$;—)V=9 : 1) 



mtM6 (9 6) 

5 3- (2- ( (3 -pWI/- 1 - (5-*^)l-2-* h^r5/7i^^) ^ 



HN 




TLC : Rf 0.53 (^DD^M : — JV=9 : 1) 
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/\ XOOH 



TLC : Rf 0.49 (^DD^M : ^^7— )l= 19:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.40-7.23 (m, 7H), 7.22-7.15 (m, 3H), 7.13-7.07 (m, 
15 2H), 6.88 (s, 1H), 6.05 (d, J = 8.7 Hz, 1H> 5.20 (m, 1H), 3.01-2.92 (m, 2H), 2.88 (s, 
4H), 2.74-2.66 (m, 2H), 1.82-1.59 (m, 3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 
Hz,3H)o 
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mtme a 8 4) 

3- (2- ( l-7^-)] / 7^;] / ) HjA/?^)]/) -4-^ 



TLC :Rf 0.45 (««x^lO ; 

NMR (300 MHz, DMSO-d 6 ) : 12.06 (s, 1H), 8.78 (d, J = 8.4 Hz, 1H), 7.38-7.18 
(m, 8H), 5.09-5.01 (m, 1H), 4.45 (s, 2H), 3.28 (d, J = 6.6 Hz, 2H), 2.85-2.79 (m, 2H), 
2.46-2.41 (m, 2H), 1.80-1.58 (m, 2H), 1.48-139 (m, 1H), 1.80-0.98 (m, 1H), 0.94- 
10 0.89 (m, 6H), 0.49-0.43 (m, 2H), 0.19-0.14 (m, 2H) 0 

(18 5) 

3- (2- ( (3-^^-1- (3, 5-^^7ir^) 7^,1,) £ 
)vn^)i) -4- (3-^7iy^f;i/) 7i_ji/) 7*n;i>^ 



TLC : Rf 0.58 (^DD*;i/A : ^*y-;i/= 10:1) ; 
NMR (300 MHz, CDd 3 ) : 6 7.48-7.06 (m, 7H), 6.95 (s, 2H), 6.90 (s, 1H), 6 : 42 
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(m, 1H), 5.16 (m, 1H), 5.00 (s, 2H), 3.10-2.92 (m, 2H), 2.78-2.62 (m, 2H), 2.29 (s, 
6H), 1.86-1.48 (m, 3H), 0.97 (d, J = 6.3 Hz, 6H) 0 

mmme (i 8 6) 

5 3- (2- ( (3 1 - (3, 5-^^f;i/7i^;i/) 7^;i/) t> 



TLC : Rf 0.62 (^no$M : J— )l= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.46-7.39 (m, 2H), 7.31-7.22 (m, 1H), 7.20-7.11 (m, 
10 2H), 6.95 (s, 2H), 6.93-6.82 (m, 3H), 6.26 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.04 (s, 
2H), 3.14-2.99 (m, 2H), 2.78-2.67 (m, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.52 (m, 
3H), 0.99 (d, J = 6.6 Hz, 3H), 0.98 (d, J = 6.6 Hz, 3H) 0 

mmm6 (is 7) 

15 3- (2- ( 1- (3, 5-^^5=-;i/7^^;b) 7^;i/) * 

/k'Ve-f/l/) - 4- (2-^OD-5-^^7x;^f;i/) 7 x.-)i) 
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COOH 



TLC : Rf 0.49 (^nn^I/A : ;**y-;i/= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 7.53 (d, J = 1.8 Hz, IK), 7.43 (dd, J = 7.5, 1.8 Hz, 
1H), 7.33-7.22 (m, 2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.79 (s, IK), 6.75 (m, 1H), 6.30 (d, 
5 J = 8.4 Hz, 1H), 5.17 (m, IK), 5.09 (s, 2H), 3.12-2.98 (m, 2H), 2.78-2.69 (m, 2H), 
2.31 (s, 9H), 1.86-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H) 0 

mmm6 a 8 8) 

3- (2- ( O-^^^-l- (3, 5-j;/f;i/7i^) # 
10 -4- (^'J^>-3-^m^^) 7i_;v) t»d^ 



TLC : Rf 0.37 (^dd*M : ;><#y-;i/= 10:1) ; 
NMR (300 MHz, DMSO-dg) : 6 8.79 (d, J = 8.7 Hz, 1H), 8.36 (d, J = 2.7 Hz, IK), 
15 8.19 (m, IK), 750-7.41 (m, 2H), 7.39-7.29 (m, 3H), 6.97 (s, 2H), 6.86 (s, 1H), 5.19 
(s, 2H> 4.99 (m, 1H), 2.92-2.80 (m, 2H), 2.55-2.42 (m, 2H), 2.26 (s, 6H), 1.82-155 
(m, 2H), 1.42 (m, 1H), 0.93 (t, J = 7.3 Hz, 6H) D 
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mmi6 (18 9) 

3- (2- ( (3-/^)1-1- (4-^h^>-l, 3-i?***M>y 
>-6-jji) zrv-fr) *;wt^w^) -4- (2-^DD-5-^f;i/7 

XOOH 



TLC : Rf 0.53 (^DD*;i/A : **y-^=9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.46-7.42 (m, 2H), 7.31-7.11 (m, 2H), 6.94-6.84 (m, 
2H), 6.55 (d, J = 9.9 Hz, 2H), 6.32 (d, J = 8.4 Hz, IK), 5.95 (s, 2H), 5.15 (m, 1H), 
10 5.05 (s, 2H), 3.91 (s, 3H), 3.03 (t, J = 7.2 Hz, 2H> 2.75 (t, J = 7.2 Hz, 2H), 2.27 (s, 
3H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.0 Hz, 6H)o 

mmme (190 

3- (2- ( (3-^;i/-l- (4-^h^>-l, 3-5Wf-!Nf>*r 
15 >-6— f;i/) -4- (3->7;7i;^f 
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CN 



TLC : Rf 0.48 (^dd*m : J— ;i/=9 : l) ; 
NMR (300 MHz, CDClj) : 6 7.46-7.12 (m, 7H), 6.56 (dd, J = 105, 1.5 Hz, 2H), 
6.46 (d, J = 8.4 Hz, 1H), 5.94 (s, 2H), 5.13 (m, 1H), 5.03 (s, 2H), 3.90 (s, 3H), 3.02 (t, 
5 J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) 0 

^6^16 (19 1) 

3- (2- ( (3-^;i/-i- u-^h^-i, 3-^w-r>^ 
y-6—i;v) -??-)v) -4- (2-^^;i/7^y^^^ 



TLC : Rf 0.50 (*nn*;i/A : *f>;-)\,= 9 : 1) ; 
NMR (300 MHz, CDCQ : <$ 7.51 (s, 1H), 7.44 (d, J = 7.8 Hz, 1H), 730-7.23 (m, 
3H), 6.79 (s, 1H), 6.75 (d, J = 8.4 Hz, 1H) 6.55 (d, J = 7.2 Hz, 2H), 6.36 (d, J = 8.7 
15 Hz, 1H), 5.95 (s, 2H), 5.13 (m, 1H), 5.09 (s, 2H), 3.91 (s, 3H), 3.04 (t, J = 7.2 Hz, 




COOH 
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2H), 2.74 (t, J = 7.2 Hz, 2H), 2.27 (s, 3H), 1.82-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 

(192) 

5 3- (2- ( (3, 5-^P 0 7x^) £ 

■)W^)U) -4--7*;*i/*?-j] / 7^-j\ / ) 7D/t>i 



T L C : R f 0.50 D D*;i/A : # J -;u= 9:1) ; 
NMR (300 MHz, CDCU : 6 7.48-7.42 (m, 2H), 735-7.24 (m, 6H), 7.02-6.94 (m, 
10 3H), 6.58 (d, J = 8.4 Hz, 1H), 5.20-5.10 (m, 1H), 5.05 (s, 2H), 3.05-2.97 (ro, 2H), 
2.85-2.70 (m, 2H), 1.80-1.40 (m, 3H), 0.99 (d, J = 5.7 Hz, 3H), 0.98 (d, J = 5.7 Hz, 
3H) 0 

mmm6 (193) 

15 3- (2- ( (3-^;i/-l- (3-^dd-5-7Wo7i-;^ ;? 
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TLC : Rf 0.50 (^DD^;i/A : ^^y-;b=9 : i) ; 
NMR (300 MHz, CDCU : 6 7.50-7.40 (m, 2H), 7.35-7.15 (m, 6H), 7.05-6.94 (m, 
3HX 6.80-6.70 (m, 1H), 6.00-5.85 (m, 1H), 5.04 (s, 2H), 3.10-3.00 (m, 2H), 2.80- 
2.70 (m, 2H), 2.00-1.40 (m, 3H), 1.02 (d, J = 6.0 Hz, 3H), 1.01 (d, J = 6.0 Hz, 3H)„ 



mmm6 (i 94) 

3- (2- ( (3 1 - (4-7;i/^-o-3-^5 L ;U7ji-;i/) 7 



T L C : R f 0.23 : If^:c^= 1:1) ; 

N MR (300 MHz, CDC1 3 ) : S 7.45-7.42 (ra, 2H), 7.28 (m, 1H), 7.20-7.10 (m, 4H), 
6.97 (m, 1H), 6.92-6.84 (m, 2H), 6.30 (brd, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.05 (s, 
2H), 3.08-2.95 (m, 2H), 2.75-2.71 (m, 2H), 2.27 (s, 6H), 1.82-1.55 (m, 3H), 0.99 (d, 
15 J = 6.3Hz,3H),0.98(d,J = 63Hz,3H) o 

mmme (195) 

3- (2- ( (3-^^-1- (4-7;i/^-D-3-^5 v ;i/7o:-;i/) 7* 
*;w^>r;i/) -4- (2-^nn-5-^?;t/7xy^^i / ) 
20 7xr;i/) 7D/1>^ 



5 



10 
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TL C : Rf 0.23 (-n^> : Bn^)l= 1:1) ; 
NMR (300 MHz, CDC1 3 ) : 7.52 (bis, 1H), 7.43 (m, 1H), 730-7.24 (m, 2H), 
7.18-7.11 (m, 2H), 6.97 (m, 1H), 6.79 (brs, 1H), 6.75 (brd, J = 7.8 Hz, 1H), 634 (brd, 
5 J = 8.1 Hz, 1H), 5.16 (m, 1H), 5.09 (s, 2H), 3.11-2.96 (m, 2H), 2.75-2.70 (m, 2H), 
232 (s, 3H), 2.27 (d, J = 1.5 Hz, 3H), 1.87-1.54 (m, 3H), 0.99 (d, J = 63 Hz, 3H), 
0.98 (d, J = 6.3 Hz, 3H) 0 

HffiffJ6 (19 6) 

10 3- (2- ( (3-^;v-l- (3, 5-^7MD7x-;i.) 7**) 



TLC : Rf 0.53 (*DD<M/A : ^^^-;i/=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 7.48-7.40 (m, 2H), 7.35-7.24 (m, 3H), 7.02-6.94 (m, 
15 3H), 6.94-6.84 (m, 2H), 6.76-6.66 (m, 1H), 6.54 (brd, J = 8.4 Hz, 1H), 5.23-5.13 (m, 
1H), 5.04 (s, 2H), 3.02 (t, J = 7.2 Hz, 2H), 2.80-2.70 (m, 2H), 1.80-1.40 (m, 3H), 
0.99 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H)o 
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mmm6 (197) 

3- (2- ( (3-^;b-l- (3, F^>>7i-A) 



5 




TLC:Rf 0.53 (^nn*M : — ;i/=9 : l) ; 

NMR (300 MHz, CDClg) : 6 7.47-7.40 (m, 2H), 7.34-7.20 (m, 3H), 7.02-6.90 (m, 
3H), 6.51 (d, J = 2.1 Hz, 2H), 6.40-6.35 (m, 2H), 5.20-5.10 (m, 1H), 5.03 (s, 2H), 
3.79 (s, 6H), 3.08-3.00 (m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.80-1.50 (m, 3H), 0.99 (d, 
10 J = 63Hz,6H) 0 

mm (19 8) 

3- (2- ( (3-^f;i/-l-7ir;i/7^) *^;^>f;i/) - 4- (1 



15 




TLC : Rf 0.53 (7DD*M : ^^y— ;i/= 9 : 1) ; 
NMR (300 MHz, CDClj) : 6 7.40-7.18 (m, 10H), 6.94-6.82 (m, 3H), 6.25 (d, J = 
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8.4 Hz, 1H), 5.30 (q, J = 6.6 Hz, 1H), 5.22 (m, 1H), 2.96 (m, 2H), 2.70 (m, 2H), 
1.80-1.45 (m, 3H), 1.62 (m, 3H), 1.00-0.95 (m, 6H) 0 

»fl!16 (199) 

5 3- (2- ( (2-^ h^>>-2-7i-;pxf;v) *;w^-f;i/) -4- 



TLC : Rf 0.39 (^dd^m : ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.46-7.27 (m, 10H), 7.02-6.95 (m, 3H), 6.51 (m, 1H), 
10 5.03 (s, 2H), 4.41 (dd, J = 8.4, 3.9 Hz, 1H), 3.87 (ddd, J = 13.5, 6.9, 3.9 Hz, 1H), 
3.46 (ddd, J = 13.5, 8.4, 4.5 Hz, 1H), 3.28 (s, 3H), 3.07 (t, J = 7.5 Hz, 2H), 2.76 (t, J 
= 7.5 Hz, 2H)o 

mmm6 (200) 

15 3- (2- ( (2-^i-;i/rDtf;i/) -4-7^;*>s* 





TLC : Rf 0.34 (^ dd^M : * £ J — )i= 9:1); 
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NMR (300MHz,CDCl 3 ) : $ 7.40-7.20 (m, 10H), 7.02-6.91 (m, 3H), 6.03 (dd, J 
= 6.0, 5.7 Hz, 1H), 4.96 (s, 2H), 3.80 (ddd, J = 133, 6.0, 6.0 Hz, 1H), 3.48 (ddd, J = 
13.5, 9.3, 5.7 Hz, 1H), 3.10 (m, 1H), 2.95 (t, J = 7.5 Hz, 2H), 2.71 (t, J = 7.5 Hz, 2H), 
134(d,J = 6.9Hz,3H)o 



m&me (2 0 1) 

3- (2- ( (3-^^;i/- l-?!^]/^) *;W*E-f;i/) -4 - (2 



10 TLC : Rf 0.38 (PuufcfrA : *$J—)\,= Q : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.38-7.18 (m, 10H), 6.98-6.84 (m, 3H), 6.30 (d, J = 
8.1 Hz, 1H), 5.23 (dt, J = 8.1, 6.3 Hz, 1H), 4.16 (t, J = 6.9 Hz, 2H), 3.07 (t, J = 6.9 
Hz, 2H), 2.99 (dt, J = 3.3, 6.9 Hz, 2H), 2.72 (t, J = 6.9 Hz, 2H), 1.82-1.50 (m, 3H), 
0.98(d,J=6.6Hz,6H) o 

15 

mm 6 (202) 

3- (2- (3-7i^;i/^;i/^»J>-4-^;i/*;i/7nr:;i/) -4-7i; 



5 




COOH 
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TLC : Rf 0.31 (^ODTi^A : 1 0 : 1) 0 

mime (203) 

5 3- (2- (4-7xy^r^t:^U^>-l-^;i/*;i/7jf-;i,) -4-7* 




COOH 



TLC : Rf 0.38 (^DD^M : )V= 1 0 : 1) 0 

10 mm 6 (2 0 4) 

3- (2- ( (2-*h^>-l- (3, 5-^^7x^) 
fc/kK^-O) -4- (2-^DD-5-^^7jcy^^^) 7i- 
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TLC : Rf 0.39 : 1 : 1) „ 

mSg»J6 (2 0 5) 

5 3- (2- ( (4-^f;i/-2-7izM>f;i/) -4- 



T L C : R f 0.44 (^DO/KM : ^ # j ~j]y= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.40-7.15 (m, 10H), 7.10-6.90 (m, 3H), 5.92 (t, J = 
10 5.4 Hz, 1H), 4.95 (s, 2H), 3.86 (ddd, J = 13.5, 5.4, 5.4 Hz, 1H), 3.40 (ddd, J = 13.5, 
9.9, 5.4 Hz, 1H), 3.01 (m, 1H), 2.94 (t, J = 7.2 Hz, 2H), 2.71 (t, J = 72 Hz, 2H), 
1.65-1.40 (m, 3H), 0.89 (d, J = 6.6 Hz, 3H), 0.87 (d, J = 6.6 Hz, 3H) Q 

mm (206) 

15 3- (2 -^^^~;M^;i/*;W^'f;i/-4-7 3iy^r^5 : -;i/7x-;i/) 
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TLC : Rf 0.42 (^dd^;ua : ^^y-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 9.39 (d, J = 8.7 Hz, 1H), 7.43-7.20 (m, 15H), 
7.03-6.90 (m, 3H), 6.36 (d, J = 8.7 Hz, 1H), 5.07 (s, 2H), 2.85 (t, J = 7.8 Hz, 2H), 
5 2.44 (m, 2H) 0 

(2 0 7) 

3- (2- ( (2-^>^D7°Dtf;i/-l- (3, 5-^^1,7*-;],) x 
- 4- (2-^DD-5-^^7iy^^) 

10 7xr;i/) 7"D^>^ 




TLC : Rf 0.49 (^DD^M : p<#y-;i/=9 : 1) ; 
NMR (300 MHz, CDClj) : 6 7.57 (s, 1H), 7.44 (d, J = 8.1 Hz, 1H), 7.32-7.24 (m, 
2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.79 (s, 1H), 6.74 (d, J = 8.1 Hz, 1H), 6.45 (d, J = 8.1 
15 Hz, 1H), 5.18 (m, 1H), 5.10 (s, 2H), 3.07 (m, 2H), 2.76 (t, J = 7.2 Hz, 2H), 2.31 (s, 
9H), 1.76 (m, 2H), 0.69 (m, 1H), 035-0.40 (m, 2H), 0.22-0.06 (m, 2H) 0 
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mmm6 (20 8) 

3- (2- ( (l - (3, 5-^^5^;b7x^;i/) x^i/) #;w^-f;i/) 

/COOH 



T L C : R f 0.46 (^D0^M:^^y-;i/=9 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.53 (s, 1H), 7.44 (d, J = 7.8 Hz, 1H), 7.30-7.23 (m, 
2H), 6.99 (s, 2H), 6.92 (s, 1H), 6.78 (s, 1H), 6.74 (d, J = 7.8 Hz, 1H), 6.36 (d, J = 7.5 
Hz, 1H), 5.23 (dq, J = 75, 6.9 Hz, 1H), 5.08 (s, 2H), 3.08 (t, J = 7.5 Hz, 2H), 2.77 (t, 
10 J = 7.5 Hz, 2H), 2.32 (s, 6H), 2.31 (s, 3H), 1.57 (d, J = 6.9 Hz, 3H) 0 

mmme (209) 

3- (2- ( (3-^f;i/-i-7xr;i/7f;i/) *;w^>f;i/) -4-7 
x;^?;i/-5-^h^r^7x-;i/) yunym. 



TLC : Rf 0.28 : ffi|i^= 1:1, 05X09) ; 

NMR (300 MHz, CDC1 3 ) : d 7.46 (s, 1H), 7.38-7.22 (m, 7H), 7.02-6.94 (m, 3H), 

357 
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6.78 (s, 1H), 6.19 (d, J = 8.4 Hz, 1H), 5.19 (m, 1H), 5.06 (s, 2H), 3.87 (s, 3H), 3.06 
(m, 2H), 2.76 (t, J = 7.5 Hz, 2H), 1.82-1.50 (m, 3H), 0.972 (d, J = 6.6 Hz, 3H), 0.969 
(d,J = 6.6Hz,3H)o 

5 SBBH6 (2 10) 

3- (2- ( (l-^^l/-2-7i^x^) tt)V^^)V) - A -7 



TLC : Rf 034 (^DDfM : J—)\,= 10:1) ; 
10 N M R (300 MHz, CDC1 3 ) : 6 7.43-7.16 (m, 10H), 7.03-6.92 (m, 3H), 5.99 (d, J = 
8.1 Hz, 1H), 4.98 (s, 2H), 4.49 (m, 1H), 3.00-2.90 (m, 2H), 2.87 (d, J = 6.6 Hz, 2H), 
2.80-2.65 (m, 2H), 1.26 (d, J = 6.6 Hz, 3H) e 

(2 1 1) 

15 3- (2- ( (3-*?)i- i-7ir;i/^;i/) #;i/;t j e>r;i') -4- 
>\Z3 L :P\/-;t/-2-'f;i/) 7^n;|/) 7DA>i 
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TLC : Rf 0.48 (^DD^A : 1 o : 1) 0 

mm,m (2 12) 

3- (2- ( (3-^;i/- l-7x=;i^;i0 3b;w^f/)0 - 4- (1, 
5 3-$WMM>^>-2->f;i>) -Txv^sWi 



TLC : Rf 0.46 (^DD*;i/A : ^^y-;i/= 1 0 : 1) 0 
^»W6 (2 13) 

10 3- (2- ( (3-^^;P- l-7^-)V7?)\,) 1jW*4JU) -4- (-f 
>F-;i/- 1— r;M^;i/) 7uA>m 

/\ XOOH 



TLC : Rf 0.48 (^DD^;i/A : **y-;i/= 1 0 : 1) „ 

15 fyfeffJ6 (2 14) 

3- (2- ( (4-^5 : -;i'- l-y ^-)i^y#y-2-' f;iO *;wvE>r 
;i/) -4-7aiy^^^;i/7ai-;i/) yunym. 
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TLC : Rf 0.50 (^DDMA : ^^y— ;i/= 10:1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.43-7.16 (m, 10H), 7.04-6.93 (m, 3H), 5.76 (d, J = 
9.0 Hz, 1H), 4.99 (s, 2H), 4.53 (m, 1H), 3.02-2.66 (m, 6H), 1.72 (m, 1H), 1.52-1.35 
5 (m, 2H), 0.97 (d, J = 6.0 Hz, 3H), 0.95 (d, J = 6.0 Hz, 3H)o 

mmm6 (2 1 5) 

3- (2- ( (3-^f;i/-i-7i^/^) #;wvE-r;i/) -4-7 



TLC : Rf 0.23 : |»i^;i/=2 : 1, 05%H«) ; 

NMR (300 MHz, CDClj) : d 7.40 (s, 1H), 736-7.25 (m, 7H), 7.12 (s, 1H), 
7.03-6.95 (m, 3H), 6.31 (d, J = 8.1 Hz, 1H), 5.21 (m, 1H), 4.99 (s, 2H), 3.01 (m, 2H), 
2.74 (t, J = 15 Hz, 2H), 2.35 (s, 3H), 1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H) 0 

15 

mrnms (2 1 6) 

3- (2- ( (^-7^i/>-2— *;ws*^^;i/) -4- (x? 



10 
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TLC : Rf 0.37 (^Dn*;i/A : ^^y-;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 12.14 (brs, 1H), 9.01 (t, J = 5.7 Hz, 1H), 
5 7.95-7.77 (m, 5H), 7.57-7.44 (m, 4H), 7.33-7.26 (m, 2H), 7.20 (d, J = 8.1 Hz, 1H), 
6.28 (m, 1H), 5.34 (s, 2H), 4.60 (d, J = 5.7 Hz, 2H), 2.92 (t, J = 7.8 Hz, 2H), 2.57- 
2.48 (m, 2H) 0 

jgflgff!i6 (2 1 7) 

10 3- (2- ( (3-^f;i/-l-7x^/f;i/) ^;i/77t-f;b) -4- 

XOOH 



TLC : Rf 0.46 (7 0D*M : p<*y-;i/= 5:1) ; 
N M R (300 MHz, CDCQ : 6 7.77 (s, 1H), 7.43 (d, J = 8.1 Hz, 1H), 7.38-7.25 (m, 
15 2H), 7.20-6.90 (m, 9H), 6.10-5.95 (m, 1H), 4.94 (s, 2H), 4.32 (q, J = 7.5 Hz, 1H), 
3.25-3.00 (m, 2H), 2.72 (ddd, J = 16.2, 10.2, 5.7 Hz, 1H), 2.51 (ddd, J = 16.2, 10.5, 
5.7 Hz, 1H), 1.80-1.40 (m, 3H), 0.88 (d, J = 6.6 Hz, 3H), 0.85 (d, J = 6.6 Hz, 3H)o 
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mmme (2 1 8) 

3- (2- ( (3-*3~)l- 1 - (3, 5-^^l/7ir;i/) * 

/^/-^ /COOH 



5 TLC : Rf 0.54 (tuufr)lA 1 0 : 1) „ 

mmme (2 1 9) 

3- (2- ( (3-pWI/-1- (3, 5-^ h^>7^-;i/) 
#;W\^E-f;i/) -4- (tf^- V— 1 — f;M^;u) 7ir;i/) :td^> 

10 gg 



TLC : Rf 0.51 (^dd*;va :^^;-;v=10 : 1) 0 
^fll0!l6 (2 2 0) 

15 3- (2- ( (3-^^i/-i-7x^;i/7f;i/) *;w^-r;i/) - 3 
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TLC : Rf 0.38 (^#-^> : fflflfcn*-/l/= 1 : U 0.5%^) ; 
N M R (300 MHz, CDd 3 ) : 6 7.40-7.25(m, 8H), 7.07 (d, J = 8.1 Hz, 1H), 7.01- 
6.93 (m, 3H), 6.18 (d, J = 8.7 Hz, 1H), 5.29 (m, 1H), 4.96 (s, 2H), 2.90 (m, 2H), 2.62 
5 (m, 2H), 2.22 (bs, 3H), 1.90-1.55 (m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 
Hz,3H) 0 

fHflfe#iJ6 (2 2 1) 

2- (2- (3-^f;i/-i-7ix;i/7^) *;u/\*^-f ;i/-4-7^y 
10 ^pWI^<>^;m-^>) if& 

(T^V^O^COOH 



TLC : Rf 0.44 (^DD^;i/A : ^^y-;i/=9 : 1) ; 
N M R (300 MHz, CDCI3) : d 7.57 (d, J = 1.5 Hz, 1H), 7.49 (dd, J = 7.8, 1.5 Hz, 
1H), 7.39-7.24 (m, 8H), 7.03-6.92 (m, 3H), 6.65 (d, J = 8.4 Hz, 1H), 5.24 (m, 1H), 
15 5.08 (s, 2H), 4.67 (d, J = 11 Hz, 1H), 4.56 (d, J = 11 Hz, 1 H), 3.99 (d, J = 17 Hz, 1H), 
3.94 (d, J = 17 Hz, 1H), 1.89-1.52 (m, 3H), 0.99 (d, J = 6.5 Hz, 3H), 0.98 (d, J = 6.5 
Hz,3H) 0 
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mmM6 (2 2 2) 

3- (2- ( (3-tKD^rS/-3-^^-l-7x=^y^) #;W<f 



TLC : Rf 0.42 (7DD*M : ;t,= l 0 : 1) 0 

3aKfl06 (2 2 3) 

4- (3 l -7 -2-^W75i 

io #;i/#>& 



TLC : Rf 0.29 (7DD*;^ : ^^7-;|/:»=9 0 : 1 0 : 1) ; 
NMR (300 MHz, DMSO-cQ : 6 8.94 (d, J = 8.7 Hz, 1H), 7.90-7.82 (m, 2H), 7.79 
(d, J = 0.6 Hz, 1H), 759 (t, J = 8.0 Hz, 1H), 7.45-7.39 (m, 2H), 7.36-7.28 (m, 2H), 
15 7.22 (m, 1H), 5.15 (m, 1H), 1.87 (m, 1H), 1.70-1.48 (m, 2H), 0.93 (d, J = 6.3 Hz, 
. 6H) 0 



5 





COOH 
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H»J6 (2 2 4) 




TLC : Rf 0.53 (i'DD^l/A : :ffim=9 o : 1 0 : 1) ; 

NMR (300 MHz, DMSO-dJ : 6 8.74 (d, J = 8.1 Hz, 1H), 7.91 (d, J= 8.1 Hz, 1H), 
7.76-7.69 (m, 2H), 7.50-7.18 (m, 6H), 5.14 (m, 1H), 1.88-1.71 (ro, 2H), 1.52 (m, 1H), 
0.95 (d, J = 6.2 Hz, 3H), 0.93 (d, J = 6.2 Hz, 3H)o 

mmmG (2 2 s> 

2- (7- (3 l-7i^ji/7f 

wit 




T L C : R f 0.35 (Mx?-;i/) ; 
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NMR (300 MHz, DMSO-dJ : d 12.56 (s, IK), 8.99 (d, J = 8.7 Hz, 1H), 7.65 (d, 
J = 7.8 Hz, IK), 7.41-7.31 (m, 5H), 7.25-7.20 (m, IK), 7.14 (d, J = 6.6 Hz, IK), 7.05 
(t, J = 7.8 Hz, 1H), 6.52 (d, J = 3.0 Hz, IK), 5.17 (d, J = 18.3 Hz, IK), 5.12-5.06 (m, 
1H), 4.97 (d, J = 183 Hz, IK), 1.84-1.74 (m, IK), 1.68-1.55 (m, 1H), 1.50-1.41 (m, 
5 1H), 0.95 (d, J = 6.3 Hz, 3H), 0.91 (d, J = 63 Hz, 3H) 0 

^feg«6 (2 2 6) 

2- (7- ( 3 1 - 7ir;i/7^;v*;i/;^^;v) jy^-)]/- 

3 - j?},) mm 



TLC : Rf 0.60 (Wm^Jl) ; 

NMR (300 MHz, CDC1 3 ) : $ 10.25 (brs, 1H), 7.76 (d, J = 7.8 Hz, IK), 7.40-7.23 
(m, 7H), 7.11 (t, J = 7.8 Hz, IK), 6.98 (d, J = 6.9 Hz, IK), 5.31-5.23 (m, 1H), 3.80 (a, 
2H), 1.89-1.58 (m, 3H), 1.01-0.97 (m, 6H)o 



mW,M6 (2 2 7) 

7- (3-*?)i- l - 7i-;i/7^;i/;^>f;v) ^7* lx>£;i/#> 



COOH 
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TLC : Rf 0.33 (^nn^M : ;**y-;U=l 0 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 931 (s, IK), 8.96 (d, J = 8.4 Hz, 1H), 8.24-8.13 
(m, 2H), 8.08 (d, J = 8.7 Hz, 1H), 7.97 (d, J = 8.7 Hz, 1H), 7.66 (m, IK), 7.47-7.17 
5 (m, 5H), 5.14 (m, 1H), 1.88 (m, IK), 1.67(m, IK), 1.54 (m, IK), 0.94 (d, J = 63 Hz, 
6H)o 

gjtf86 (2 2 8) 

2- ( 1— <>v;u-3 - (3-^^-;i/- l-7iz;i/7^*;i//^^ 
10 -f>K-;i/-4— W Ii® 




TLC : Rf 0.38 (n— : H®x^;i/= 1:1) ; 
NMR (300 MHz, DMSO-d,) : 6 12.24 (brs, 1H), 8.56 (brd, J = 8.7 Hz, IK), 8.01 
(s, 1H), 7.50-7.20 (m, UK), 7.09 (t, J = 7.5 Hz, IK), 6.92 (d, J = 7.5 Hz, IK), 5.47 (s, 
15 2H), 5.20-5.05 (m, IK), 4.24 (d, J = 15.3 Hz, 1H), 4.01 (d, J = 15.3 Hz, IK), 1.90- 
1.45 (m, 3H), 0.95 (t, J = 6.0 Hz, 6H) D 
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mMM6 (2 2 9) 

3- ( 1 -- <>^;i/-3 - (3-*?-)\s- 1-7 x.=J\,7Wtifr/V£4 fr) 



5 




TLC : Rf 0.33 (n— v*1f> : WHx5 L ;i/= 1 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 11.84 (brs, 1H), 8.48 (brd, J = 8.4 Hz, 1H), 7.87 
(s, 1H), 7.50-7.20 (m, 11H), 7.04 (t, J = 7.2 Hz, 1H), 6.89 (d, J = 7.2 Hz, 1H), 5.45 (s, 
2HX 5.20-5.05 (m, 1H), 3.40-3.10 (m, 2H), 2.38 (dt, J = 2.4, 7.8 Hz, 2H), 1.90-1.45 
10 (m, 3H), 0.95 (t, J = 6.3 Hz, 6H) 0 

^^J6 (2 3 0) 

3- (2- ( (3-^^;i/-l-7^r:;i/7*^;i/) ij)W^-f JV) -4-^ 
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TLC : Rf 0.27 (n-^tf> :Bf&x?-;i/= 1 : 1) ; 
N M R (300 MHz, DMSO-dJ : 6 8.82 (d, J = 8.7 Hz, Hi), 7.41-7.16 (m, 8H), 5.07 
(m, 1H), 4.40 (s, 2H), 3.30 (s, 3H), 2.92-2.75 (m, 2H), 2.55-2.40 (m, 2H), 1.85-1.40 
5 (m, 3H), 0.98-0.89 (m, 6H) o 

Hfte096 (2 3 1) 

2- (7- (3-^;i/- l-^iryv^A^WA') ^>^i;>-. 

l— IHH 



TLC : Rf 0.40 (ffiR^flO ; 

NM R (300 MHz, DMSO-d^ : 6 12.26 (s, 1H), 8.73 (d, J = 7.8 Hz, 1H), 7.36-7.28 
(m, 4H), 7.22-7.16 (m, 1H), 7.06 (d, J = 7.2 Hz, 1H), 6.93 (d, J = 7.2 Hz, 1H), 6.57 (t, 
J = 7.5 Hz, 1H), 5.04-4.96 (m, 1H), 4.11 (d, J = 18.3 Hz, 1H), 3.85 (d, J = 18.3 Hz, 
15 1H), 3.47 (t, J = 8.4 Hz, 2H), 2.96-2.90 (m, 2H), 1.80-1.34 (m, 3H), 0.92-0.88 (m, 




6H)o 
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mime (232) 

3- (7- (3 -*?■)),- l-7i^^^;«-f*) 
l--f;i/) 7urt>WL 



5 




TLC : Rf 0.70 mm^Jl) ; 

N M R (300 MHz, DMSO-dJ : 6 12.09 (brs, 1H), 8.73 (d, J = 9.0 Hz, 1H), 
7.38-7.18 (m, 5H), 7.05 (d, J = 7.5 Hz, 1H> 6.90 (d, J = 7.5 Hz, 1H), 6.57 (t, J = 7.5 
Hz, 1H), 5.04-4.95 (m, 1H), 3.41-3.35 (m, 2H), 3.23 (t, J = 15 Hz, 2H), 2.90-2.84 (m, 
10 2H), 2.30-2.24 (m, 2H), 1.80-1.41 (m, 3H), 0.90 (d, J = 6.3 Hz, 6H) o 

»ff!)6 (2 3 3) 

3- (2- ( (3-^^;u- -4—> 



15 
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T L C : R f 0.42 (^nD*M : * # J -)],= 9:1) ; 

N M R (300 MHz, CDC1 3 ) : d 7.65-7.58 (m, 2H), 7.41-725 (m, 6H), 6.50 (d, J = 
8.1 Hz, 1H), 522 (m, 1H), 3.09-2.97 (m, 2H), 2.77-2.65 (m, 2H), 1.87-1.52 (m, 3HX 
0.99(d,J = 6.6Hz,6H) o 

5 

**«6 (2 3 4) 

l-^>SW-3- (3 1 -7ir;i/7f _ 5 




10 TLC : Rf 0.47 (^Do*;i/A : ^^y-;b=9 : l) ; 

N MR (300 MHz, DMSO-d,) : 6 8.81 (s, 1H), 8.39-8.31 (m, 2H), 7.75 (dd, J = 8.9, 
1.5 Hz, 1H), 7.59 (d, J = 8.9 Hz, 1H), 7.43-7.16 (m, 10H), 5.51 (s, 2H), 5.13 (m, 1H), 
1.79 (m, 1H), 1.69-1.48 (m, 2H), 0.93 (d, J = 6.6 Hz, 6H) . 

15 mmm6 (235) 

3- (8- (3-^5=-;i/-l-7i-;i/^;i/*;wt^;i/) -i, 2, 3, 
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TLC : Rf 0.56 (m.ih^^V> : *$J—)\,= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.75 (d, J = 8.1 Hz, 1H), 7.40-7.27 (m, 4H), 7.23 
(m, 1H), 7.03-6.94 (m, 2H), 6.69 (t, J = 75 Hz, 1H), 4.98 (m, 1H), 322-3.02 (m, 4H), 
5 2.67 (t, J = 6.0 Hz, 2H), 2.40-2.17 (m, 2H), 1.84-1.67 (m, 3H), 1.62-1.42 (m, 2H), 
0.91 (d, J = 6.3 Hz, 3H), 0.90 (d, J = 6.3 Hz, 3H) 0 

mmm6 (2 3 6) 

3- (2- ( (3-^f;i/-l-7i^7f;i/) *;i/;\*^;i/) -4-^ 
10 ^;i/^75;7ir;v) 7*d/-?>^ 

XOOH 




TLC : Rf 0.55 (fl«x*-;i,) 



mmm6 (237) 
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3- (2- ( (3-^^-1-7x^7^1/) *;i//*e-f/l/) - 4- (N 

^COOH 




TLC : Rf 0.55 (ffiW^J]<) o 

mmm6 (2 3 8) 

3- (2- ( (3-^f;i/-l-7i-Jl/7*f;i/) #;W^E-f;i/) -4-p< 




10 TL C : Rf 0.65 (Bm^Jl) o 
HflS0<]6 (2 3 9) 

3- (2- ( (3-*^;V-l- (3-^fJl/7x^) 

-4- (3->7;7x;^f;i/) 7xza) 7*n/s>& 
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COOH 



TLC : Rf 0.47 (^DD^l/A : 9 : 1) ; 

N M R (300 MHz, CDClj) : d 7.43-7.06 (m, 11H), 6.40 (d, J = 8.7 Hz, 1H), 5.21 
(dt, J = 8.7, 8.7Hz, 1H), 5.04 (s, 2H), 3.03 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.35 (s, 
5 3H), 1.85-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) D 

mmme (240) 

3- (2- ( (3-*3M]/-l- (3-.X h^>^-;b) #^,1 
_ 4 _ (3-W7i/'^f;i/) 7x^) :7n/i>^ 

XOOH 



TLC : Rf 0.43 (^DD*;UA : ^*y-;i,= 9 : 1) ; 
NM R (300 MHz, CDC1 3 ) : 6 7.42-7.15 (m, 8H), 6.95 (d, J = 7.8 Hz, 1H), 6.91 (m, 
1H), 6.81 (dd, J = 8.4, 2.7 Hz, 1H), 6.45 (d, J = 8.1 Hz, 1H), 5.22 (dt, J = 8.1, 8.1 Hz, 
1H), 5.03 (s, 2H), 3.81 (s, 3H), 3.02 (t, J = 7.2 Hz, 2H), 2.74 (t, J = 7.2 Hz, 2H), 
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1.83-138 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) Q 
HflSffJ6 (2 4 1) 

3- (2- ( (3-^^i/-i-7i-;^;v) -4-j; 

XOOH 



TLC :Rf 0.50 (n-^V> : ifix^= 1 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 11.94 (s, 1H), 8.56 (d, J = 8.7 Hz, 1H), 7.35-7.18 
(m, 15H), 6.96 (d, J = 8.4 Hz, 1H), 6.62 (dd, J = 8.4, 2.7 Hz, 1H), 6.56 (d, J = 2.7 Hz, 
10 1H), 4.98-4.90 (m, 1H), 4.72 (s, 4H), 2.72-2.58 (m, 2H), 2.34 (t, J = 7.8 Hz, 2H), 
1.73-130 (m, 2H), 1.40-1.31 (m, 1H), 0.86-0.83 (m, 6H) 0 

mmm6 (242) 

3- (2- ( (3-*m- i-7^-)i7?-)i<) -4-7 
15 ^^;i/^;i//j>— ;i/^-dr^7^-;i/) rpy^>^ 
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TLC : Rf 0.31 (n-^1f> : »»x^;i/= 1 : 1) ; 
NMR (300 MHz, CDa 3 ) : (5 7.84-7.81 (m, 2H), 7.65 (m, 1H), 7.55-7.49 (m, 2H), 
739-7.26 (m, 5H), 7.18 (d, J = 8.4 Hz, 1H), 6.97 (dd, J = 8.4, 2.4 Hz, 1H), 6.90 (d, J 
5 = 2.4 Hz, 1H), 6.39 (d, J = 8.1 Hz, 1H), 5.16 (m, 1H), 2.98-2.93 (m, 2H), 2.68-2.62 
(m, 2H), 1.81-1.63 (m, 2H), 1.55 (m, 1H), 0.98 (d, J = 6.6 Hz, 3H), 0.96 (d, J = 6.6 
Hz,3H) 0 

%fom6 (2 43) 
10 3- (2- ( (3-^f;V-l-7xz;^f;i/) *;i/7VB-f/P) 

^COOH 



TLC:Rf 0.28 (n-^++J-> : WSi^^= 1 : 1) ; 

NMR (300 MHz, CDClj) : 6 7.36-7.35 (m, 4H), 7.31-7.23 (m, 4H), 6.61 (brd, J 
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= 8.4Hz, 1H), 5.21 (m, 1H), 3.48 (quint, J = 6.9 Hz, 1H), 3.01-2.95 (m, 2H), 2.71- 
2.66 (m, 2H), 1.85-1.66 (m, 2H), 138 (m, 1H), 1.55 (d, J = 6.9 Hz, 6H), 0.9 9 (d, J = 
6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) 0 

5 mtme (244) 

3- (l-^>*/)l-3- (3-^Wl/- 1 - (3, 5-^^f;i/7i^) 

COOH / 



TLC : Rf 0.34 (^DD^M ': ^*y-;i/=9 : 1) ; 
10 N MR (300 MHz, CDC1 3 ) : 6 7 A3 (s, 1H), 7.36-7.02 (m, 8H), 6.95 (s, 2H), 6.92 
(s, 1H), 6.25 (d, J = 8.4 Hz, 1H), 5.31 (s, 2H), 5.17 (dt, J = 8.4, 8.4 Hz, 1H), 3.33 (m, 
2H), 2.77 (t, J = 8.1 Hz, 2H), 2.31 (s, 6H), 1.80-1.50 (m, 3H), 0.99 (d, J = 6.3 Hz, 
3H), 0.98 (d, J = 6.3 Hz, 3H) e 

15 mmme (2 4 5) 

3 - (1- O-i'TS'OVfr) -3- (3-^^-1- (3, 5-^ 
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NC 




H 
N 



TLC : Rf 0.34 (^/Dn»A : *$J— ;i/=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.60 (d, J = 8.1 Hz, 1H), 7.48-6.90 (m, 10H), 6.28 
(d, J = 8.4 Hz, 1H), 5.35 (s, 2H), 5.19 (dt, J = 8.4, 8.4 Hz, 1H), 3.32 (m, 2H), 2.78 (t, 
5 J = 8.1 Hz, 2H), 2.32 (s, 6H), 1.93-1.60 (m, 3H), 1.00 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 
6.3Hz,3H)o 

mmm6 (2 4 6) 

2- (8- (3-PWI/-1- (3, 5-W^7i^) 7^W;Wt 
10 ^<f» -1, 2, 3, 4-rb7th'D^'J>-l-^;i/)|il 



TLC : Rf 0.33 (^b^^b> : ;**y-;i/= 10:1) ; 

NMR (300 MHz, DMSO-d 6 ) : d 8.94 (m, 1H), 7.14 (m, 1H), 7.01 (m, 1H), 6.97 

(s, 2H), 6.84 (s, 1H), 6.72 (m, 1H), 4.92 (m, 1H), 3.67 (d, J = 17.4 Hz, 1H), 3.57 (d, J 
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= 17.4 Hz, 1H), 3.30-3.04 (m, 2H), 2.76-2.66 (m, 2H), 2.25 ( s, 6H), 1.96-1.68 (m, 
3H), 1.66-1.34 (m, 2H), 0.91 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H) 0 

mmi6 (2 4 7) 

5 2- (7- ( (3-PWI/-1- (3, 5-^^;i/7cc-;b) * 
)W^J ))/) -<> K U >- 1 ft& 



TLC : Rf 0.60 (n-^-^> :|fiR:c?-;i/=2 : 1) ; 
N M R (300 MHz, DMSO-dJ : <? 12.22 (brs, 1H), 8.63 (d, J = 7.8 Hz, 1H), 
10 7.07-6.82 (m, 5H), 6.57 (t, J = 7.5 Hz, 1H), 4.97-4.89 (m, 1H), 4.12 (d, J = 18.3 Hz, 
1H), 3.81 (d, J = 183 Hz, 1H), 3.47 (t, J = 8.7 Hz, 2H), 2.96-2.90 (m, 2H), 2.24 (s, 
6H), 1.78-1.68 (m, 1H), 1.62-1.54 (m, 1H), 1.40-1.30 (m, 1H), 0.91-0.87 (m, 6H) o 

mmme (2 4 8) 

15 3- (2- ( (3-pWU- l-7oc-;i/^;i/) -4 
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.COOH 



TLCrRf 0.55 (mt*?-\s> 9 : 1) ; 

N M R (300 MHz, CDC1 3 ) : 6 7.40-7.20 (m, 10H), 7.03 (d, J = 8.1 Hz, 1H), 6.62 
(dd, J = 8.1, 2.4 Hz, 1H), 6.54 (d, J = 2.4 Hz, 1H), 6.22 (d, J = 8.7 Hz, 1H), 5.18 (q, J 
5 = 8.4 Hz, 1H), 4.30 (s, 2H), 2.86 (t, J = 7.2 Hz, 2H), 2.66 (t, J = 7.2 Hz, 2H), 1.80- 
1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H) 0 

mmm6 (249) 

3- (2- ( (3-^3^-1- (3, 4-^h^7i^) 
10 *;w^^r;i/) -4- (3-^7x;^^) 7i-;p) 7d;i> 



TLC : Rf 0.45 (8HtL**-l/> : p<*y-;i,= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.44-7.34 (m, 3H), 7.32-724 (m, 2H), 7.20-7.14 (m, 



m 




COOH 
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2H), 6.94-6.88 (m, 2H), 6.84 (d, J = 8.7 Hz, 1H), 6.42 (d, J = 8.4 Hz, 1H), 5.20 (q, J 
= 7.2 Hz, IK), 5.02 (s, 2H), 3.88 (s, 3H), 3.86 (s, 3H), 3.01 (t, J = 8.1 Hz, 2H), 2.73 
(t, J = 8.1 Hz, 2H), 1.90-1.50 (m, 3H), 0.99 (d, J = 63 Hz, 6H) 0 

5 Hfl5flJ6 C2 5 0) 

3- (3-^>V)i-l- (3 l -7ir;i,^;i/}!j;i/W;i/ 

COOH 




TLC : Rf 0.44 (^OD/J>;i/A : 9 : 1) ; 

10 NMR (300 MHz, CDC1 3 ) : 6 7.47 (d, J = 7.2 Hz, 1H), 7.40-7.15 (m, 9H), 7.09 (t, 
J = 7.2 Hz, IK), 7.01 (d, J = 7.2 Hz, IK), 6.90-6.80 (m, 2H), 6.67 (s, IK), 5.17 (brd, 
J = 8.4 Hz, 1H), 5.02-4.83 (m, 3H), 4.09 (s, 2H), 3.11 (dd, J = 8.7, 5.7 Hz, 2H), 2.59 
(dd, J = 8.7, 6.9 Hz, 2H), 1.35-1.15 (m, 2H), 1.15-0.97 (m, IK), 0.77 (d, J = 6.6 Hz, 
3H), 0.72 (d, J = 6.6 Hz, 3H)o 

15 

mmme (251) 

3- (2- ( (3-^;i/-l- (3-^^-4-7Mn7x-;v) ^ 
-4- (3-W7i/^f;i/) 7i_;i/) 7* 
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F 



NC 



TLC : Rf 0.35 (^DD*;i/A : J— ;i/= 1 0 : 1) ; 
NMR (300 MHz, CDCI3) : 6 7.42-7.35 (m, 3H), 7.31-7.25 (m, 2H), 7.21-7.11 (m, 
4H), 6.96 (dd, J = 8.7, 8.7 Hz, 1H), 6.46 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.03 (s, 
5 2H), 3.06-2.95 (m, 2H), 2.76-2.64 (m, 2H), 2.26 (d, J = 1.5 Hz, 3H), 1.81-1.53 (m, 
3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mm (2 5 2) 

3- (2- ( (3-^^;i/-l-7^-;i/^;i/) lJWE<OV) -4-^ 
10 ?w;^-m^7ir;i/) 7*n^>$ 

XOOH 



TLC : Rf 0.52 (£nD*;i/A : ;U= 9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.36-7.34 (m, 4H), 7.30-7.24 (m, 4H), 6.67 (brd, J 

= 8.1 Hz, 1H), 5.21 (m, 1H), 3.14 (s, 3H), 3.02-2.91 (m, 2H), 2.70-2.64 (m, 2H), 
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1.85-1.67 (m, 2H), 1.58 (m, 1H), 0.97 (d, J = 6.0 Hz, 6H) 0 
%fi6fl>]6 (2 5 3) 

3- (2- ( (3-^;i/- 1- (3, 5-^b^7xr;b) 
5 -4- (3-W7xy^f;i/) 7ir;|/) :7o./0 



TLC : Rf 0.43 (^DD*M : 10:1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.44-7.14 (m, 7H), 6.52 (s, 2H), 6.48 (d, J = 8.4 Hz, 
10 1H), 6.37 (s, 1H), 5.17 (m, 1H), 5.03 (s, 2H> 3.79 (s, 6H), 3.03 (t, J = 7.2 Hz, 2H), 
2.75 (t, J = 7.2 Hz, 2H), 1.83-1.56 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H)» 

mmm6 (2 5 4) 

8- (3-^^;i/-l- (3, 5-^^;i/7air:;i/) ;i,) 
15 -2-±y#v>-h)),i$>w. 




COOH 
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TLC : Rf 0.67 (^DD*M : ;i/= 10:1) ; 

N M R (300 MHz, DMSO-dJ : 6 8.97 (d, J = 8.4 Hz, 1H), 8.80 (s, 1H), 8.12-7.95 
(m, 3H), 7.73-758 (m, 2H), 7.02 (s, 2H), 6.87 (s, 1H), 5.12 (m, 1H), 2.27 (s, 6H), 
1.84-1.65 (m, 2H), 1.54-1.39 (m, 1H), 1.00 (d, J = 6.0 Hz, 3H), 0.93 (d, J = 6.0 Hz, 
5 3H)o 

jM6 (2 5 5) 

7- (3-^;i/-i- (3, 5-^f;v7i-;v) ^;i/*;^^-f;i/) 

COOH 



TLC : Rf 0.55 (^DD^M :^^y-^:Si=9 0 : 1 0 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 8.29 (dd, J = 7.7, 1.3 Hz, Hi), 7.93 (d, J = 7.8 Hz, 
1H), 7.85 (dd, J = 7.7, 1.3 Hz, 1H), 7.74 (s, 1H), 7.45 (t, J = 7.7 Hz, 1H), 7.07 (s, 2H), 
6.89 (s, 1H), 5.28 (m, 1H), 232 (s, 6H), 2.00-1.66 ( m, 3H), 1.02 (d, J = 83 Hz, 3H), 
15 1.00(d,J = 8.3Hz,3H) o 

$mm 6 (2 5 6) 

3- (2- ( (3-^^;i/-i- (3, 5-^^^7i-;v) * 



10 
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TLC : Rf 0.61 (Mb^^l/> : J— ;i/=9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 7.46-7.24 (m, 6H), 7.16-7.08 (m, 1H), 6.98-6.80 (m, 
4H), 6.56-6.42 (m, 1H), 5.17 (s, 2H), 5.13 (q, J = 7.2 Hz, 1H), 3.00-2.85 (m, 2H), 
5 2.70-2.55 (m, 2H), 2.29 (s, 6H), 1.80-1.50 ( m, 3H), 0.96 (d, J = 5.4 Hz, 6H) o 

|£&feffi]6 (2 5 7) 

3- (2- ( (3-^^;i/-l- (3, B-^Wi^) £ 
;w*=e-f;i0 -4-^>^7^7x-;v) 7n^>i 

^.COOH 



10 




TLC : Rf 0.57 mfct^vy : **;-jv=9 : 1) j 
N MR (300 MHz, CDd 3 ) : 6 7.38-7.24 (m, 5H), 7.03 (d, J = 8.4 Hz, 1H), 6.91 (s, 
3H), 6.62 (dd, J = 8.4, 2.4 Hz, 1H), 6.55 (d, J = 2.4 Hz, 1H), 6.15 (d, J = 8.4 Hz, 1H), 
5.11 (q, J = 8.4 Hz, 1H), 430 (s, 2H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J = 7.5 Hz, 
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2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H)o 
gffcfl|6 (2 5 8) 

3- (2- ( (3-^;i/-l- (3, 5-^^l/7iz;v) T^u) * 
5 ;wve>f;i/) -4- (^vf>h*u>-2— 71-M m/iv® 

XOOH 



TLC : Rf 0.47 («Mb*^l/> : *t>/-?\s=9 : 1) ; 
NMR (300 MHz, CDCI3) : <5 7.40-7.25 (m, 4H), 7.16 (d, J = 8.4 Hz, 1H), 6.98 (s, 
2H), 6.92 (s, 1H), 6.67 (dd, J = 8.4, 2.4 Hz, 1H), 6.60 (d, J = 2.4 Hz, 1H), 6.40 (d, J = 
10 8.4 Hz, 1H), 5.19 (q, J = 8.4 Hz, 1H), 4.62 (s, 4H), 2.92 (t, J = 7.2 Hz, 2H), 2.72 (t, 
J = 7.2 Hz, 2H), 2.32 (s, 6H), 1.85-1.55 (m, 3H), 1.00 (d, J = 6.3 Hz, 6H)o 

mmm6 (259) 

3- (2- ( 1 - (3, 5-^f;i/7x^) * 

15 -4-7iyJpi/*;i/^-;i'7 ? ^y 7xzjb) 7°u^>M 
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TLC : Rf 0.47 (mt^]y> : **;-)l=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.52 (s, 1H), 7.42-7.32 (m, 3H), 7.28-7.10 (m, 4H), 
6.94 (s, 2H), 6.88 (s, 1H), 6.48 (d, J = 8.7 Hz, 1H), 5.13 (q, J = 8.7 Hz, 1H), 3.00- 
5 2.90 (m, 2H), 2.70-2.60 (m, 2H), 2.28 (s, 6H), 1.80-1.50 (m, 3H), 0.95 (d, J = 6.3 Hz, 
6H) 0 

mmme (2 6 0) 

2- (7- (3-^;i/- 1- (3, S-*J*?-)V7 

10 ^W77>-2- r;i/) w$ 

^-COOH 




TLC : Rf 0.48 (^oo*;i/A : ^^/-;i/=9 : 1) ; 
NMR (300MHz,CDa 3 ) : 6 8.03 (dd, J = 7.7, 1.3 Hz, 1H), 7.69 (d, J =7.8 Hz, 
1H), 7.64 (dd, J = 7.7, 1.3 Hz, 1H), 7.31 (t, J = 7.7 Hz, 1H), 6.99 (s, 2H), 6.86 (s, 1H), 
15 6.75 (s, 1H), 5.23 (m, 1H), 3.93 (s, 2H), 2.29 (s, 6H), 1.91-1.59 (m, 3H), 0.97 (d, J = 
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6.2 Hz, 3H), 0.95 (d, J = 6.2 Hz, 3H)o 
IWJ6 (2 6 1) 

3- (2- ( (3-^^-1- (3, 5-y7M07x^) 
5 *;w^-f;i/) -4- (3-^7x;^wi/) 7in;i/) t"d;c 

it 




TLC : Rf 0.51 {WG^Vy : p<*y-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.45-7.15 (m, 8H), 6.90 (t, J = 8.4 Hz, 2H), 6.65 (d, 
10 J = 8.4 Hz, 1H), 5.72 (q, J = 8.4 Hz, 1H), 5.05 (s, 2H), 3.04 (t, J = 7.2 Hz, 2H), 2.72 
(t, J = 7.2 Hz, 2H), 1.95-1.80 (m, 1H> 1.80-1.65 (m, 1H), 1.65-1.50 (m, 1H), 1.00 
(d, J = 6.0 Hz, 3H), 0.98 (d, J = 6.0 Hz, 3H) Q 

mmm6 (2 6 2) 

15 3- (2- ( (3 1- (3, 5-s;^f;i/7ir;i/) # 
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TLC : Rf 0.46 »?l/> : *5>J— ;i/= 9 : 1) ; 
NM R (300 MHz, CDC1 3 ) : 6 8.10-8.00 (m, 1H), 7.85 (d, J = 8.0 Hz, 2H), 7.71 (s, 
1H), 7.60-7.42 (m, 4H), 7.24-7.18 (in, 1H), 6.96 (s, 2H), 6.89 (s, 1H), 6.70-6.62 (m, 
5 1HX 5.14 (q, J = 7.5 Hz, 1H), 3.05-2.95 (m, 2H), 2.75-2.65 (m, 2H), 2.30 (s, 6H), 
1.85-1.55 (m, 3H), 0.97 (d, J = 6.6 Hz, 6H)o 

mmms (2 6 3) 

3- (2- ( (3-PW1/-1- (3, 5-^^7i-;P) * 

io ;ww;i/) -4- (N-^>i ? ;i/-N-^^;i/7'^7) 7i-;v) zrvn 




T L C : R f 0.57 (ijjLflj \ J —)]/= 9:1) ; 

N M R (300 MHz, CDQ 3 ) : 6 7.36-7.16 (m, 5H), 7.06 (d, J = 8.7 Hz, 1H), 6.89 (s, 
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3H), 6.72 (dd, J = 8.7, 3.0 Hz, 1H), 6.64 (d, J = 3.0 Hz, 1H), 6.12 (d, J = 8.4 Hz, 1H), 
5.10 (q, J = 8.4 Hz, 1H), 4.50 (s, 2H), 3.04 (s, 3H), 2.88 (t, J = 7.5 Hz, 2H), 2.67 (t, J 
= 7.5 Hz, 2H), 2.29 (s, 6H), 1.80-1.45 (m, 3H), 0.96 (d, J = 6.6 Hz, 3H), 0.95 (d, J = 
6.6Hz,3H) 0 



Hj|giJ6 (2 6 4) 

2- (2- ( (3-^^)i-i- (3, 5-^f;i/7i_;i/) # 

XOOH 



10 TLC : Rf 0.38 (^PDJiVl/A : *9J— ;i/=9 : 1) ; 

NMR (300 MHz, CDClj) : 8 8.01 (s, 2H), 7.51 (dd, J = 7.6, 23 Hz, 1H), 7.32- 
7.22 (m, 2H), 7.13-6.84 (m, 7H), 5.22 (m, 1H), 5.00 (s, 2H), 4.78 (s, 2H), 2.28 (s, 
6H), 1.94-1.54 (m, 3H), 0.95 (d, J = 6.0 Hz, 6H)„ 

15 mums (2 6 5) 

2- (2- ( (3-^^;i/-l- (3, 5-^f;i/7xr;v) * 
;i//^-r;i/) -4- (3-^>7y7iy+w^i/) ^y^) 



5 



r 
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TLC : Rf 0.38 (*Dn*;UA : J— ;i/= 9 : 1) ; 
NM R (300 MHz, CDC1 3 ) : 6 8.29 (d, J = 7.5 Hz, Hi), 8.10 (d, J = 1.2 Hz, 1H), 
7.48 (dd, J = 7.6, 2.3 Hz, 1H), 7.35 (t, J = 8.4 Hz, 1H), 7.24 (m, 1H), 7.18-7.10 (m, 
5 2H), 7.01 (s, 2H), 6.93 (d, J = 8.4 Hz, 1H), 6.85 (s, 1H), 5.22 (m, 1H), 5.00 (s, 2H), 
4.79 (s, 2H), 2.27 (s, 6H), 1.97-1.57 (m, 3H), 0.95 (d, J = 6.3 Hz, 6H) 0 

mmm6 (2 6 6) 

3- (2- ( (3-^;i/-l- (3, 5-^^;i/7^;i/) 2» 

10 ;wre>f;i/) -4-7ir;i/A;i/;\^^;i,7iz;v) 7°D/^>^ 

XOOH 



TLC : Rf 0.41 (fiHb^l/^ : *#;-j]s=9 : 1) ; 

N M R (300 MHz, CD,OD) : 6 8.92 (d, J = 8.7 Hz, 1H), 7.92 (dd, J = 8.1, 2.1 Hz, 

1H), 7.85 (d, J = 2.1 Hz, 1H), 7.66 (d, J = 8.4 Hz, 2H), 7.46 (d, J = 8.1 Hz, 1H), 735 
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(t, J = 8.4 Hz, 2H), 7.14 (t, J = 8.4 Hz, 1H), 7.00 (s, 2H), 6.89 (s, IK), 5.15-5.05 (m, 
Hi), 3.01 (t, J = 7.2 Hz, 2H), 2.55 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 1.90-1.50 (m, 3H), 
1.01 (d, J = 6.3 Hz, 3H), 0.99 (d, J = 6.3 Hz, 3H)o . 

5 mmm6 (2 6 7) 

3- (2- ( (3-^;i/-l- (3, 5-$?* 5^1/7 Wl/) * 

;w^-f;u) -4- (N-T-fe^-N-^>^;i/7^y) r D 



10 TLC : Rf 0.44 (JgflL*^l/> : **^-;i,= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.30-7.10 (m, 6K), 7.10-7.00 (m, 1H), 7.00-6.85 (m, 
3H), 6.68 (s, IK), 5.86 (d, J = 8.1 Hz, 1H), 5.06 (q, J = 8.1 Hz, IK), 4.83 (s, 2H), 
3.05-2.95 (m, 2H), 2.70-2.60 (m, 2H), 2.31 (s, 6H), 1.85 (s, 3H), 1.70-1.40 (m, 3H), 
0.96 (d, J = 63 Hz, 3H), 0.95 (d, J = 6.3 Hz, 3H) 0 



3mW3 (2 6 8) 

3- (2- ( (3-^^-1- (3, 5-^f-;i/7x-;v) tt 




COOH 



15 
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OUU 



H H 



T L C : R f 0.44 (Jmfcjt 9-)/> : J — ;U= 9:1) ; 
NMR (300 MHz, CD 3 OD) : d7.46-7.34 (m, 4H), 732-7.20 (m, 3H), 7.05-6.98 (m, 
3H), 6.88 (s, 1H), 5.08 (dd, J = 9.6, 6.0 Hz, 1H), 2.90 (t, J = 7.5 Hz, 2H), 2.50 (t, J = 
5 7.5 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 ( m, 3H), 1.00 (d, J = 6.0 Hz, 3H), 0.98 (d, J = 
6.0Hz,3H) o 

mm 6 (2 6 9) 

3- (2- ( (3 1- (3, 5-s;^^;i/7^^;t/) y^;i/) * 

XOOH 



TLC : Rf 0.48 (ffiYb^lxV : ^^y-;u=9 : 1) ; 

NMR (300 MHz, CDCI3) : 7.71 (d, J = 7.5 Hz, 2H), 7.52 (t, J = 75 Hz, 1H), 

7.40 (t, J = 7.5 Hz, 2H), 7.20-7.12 (m, 1H), 7.10-7.00 (m, 2H), 6.96-6.88 (m, 4H), 
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6.42 (d, J = 8.7 Hz, 1H), 5.09 (q, J = 8.7 Hz, 1H), 2.95-2.85 (m, 2H), 2.65-2.55 (m, 
2H), 2.30 (s, 6H), 1.80-1.50 (m, 3H), 0.96 (d, J = 6.3 Hz, 6H) D 

mmm6 (27 o) 

5 3- (2- ( (3-^3Vl/-l- (3, 5->>7f;i/7i^) ^l/) £ 



TLC : Rf 0.56 (iHb^U > : * 9:1); 
10 , N MR (300 MHz, CDC1 3 ) : 6 7.30-7.16 (m, 7H), 7.12 (d, J = 3.0 Hz, 1H), 6.91 (s, 
3H), 6.18 (d, J = 8.7 Hz, 1H), 5.09 (q, J = 8.7 Hz, 1H), 4.80 (s, 2H), 3.00-2.90 (m, 
5H), 2.66 (t, J = 7.5 Hz, 2H), 231 (s, 6H), 1.80-1.50 (m, 3H), 0.97 (d, J = 6.3 Hz, 
3H),0.96(d,J = 63Hz,3H) o 

15 mmm6 (271) 

3- (3- ( (3-pWV-I- (3, * 
frrt^fy) - 5- (3—>7y7iy^f;i/) 7i-)l/) 7urt>M 




COOH 
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TLC : Rf 0.51 (^DD5jt;i/A : — ;i/= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 8.65 (d, J = 8.4 Hz, 1H), 7.76 (s, 1H), 7.71 (s, 
1H), 7.54-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, 1H), 5.17 (s, 2H), 5.02 (m, 1H), 2.89 (t, 
5 J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.24 (s, 6H), 1.81 (m, 1H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H) C 

mm 6 (272) 

3- (3- ( (3-^;i/-l- (3, 5-i?^^;i/7 3in;b) ^;i/) * 
10 ;w^>f;i/) - 5- O-w 7niy^r^^;i/) 7^-;b) 7D^>i 

COOH 



TLC : Rf 0.50 (^ D D7f:;i/A : ^£ y — ;i/= 10:1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 8.76 (d, J = 8.4 Hz, 1H), 8.17 (s, Hi), 7.95 (s, 
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1H), 7.91 (s, 1H), 7.64 (d, J = 15.9 Hz, 1H), 7.60-734 (m, 4H), 6.97 (s, 2H), 6.84 (s, 
1H), 6.84 (d, J = 15.9 Hz, 1H), 5.23 (s, 2H), 5.04 (m, 1H), 2.24 (s, 6H), 1.82 (m, 1H), 
1.68-1.45 (m, 2H), 0.92 (d, J = 6.0 Hz, 3H), 0.90 (d, J = 6.0 Hz, 3H) 0 

5 §gjf50l]6 (2 7 3) 

4- (3- ( (3-*^;i/-i- (3, 5-^f;i/7i-;i/) * 
;w*e-f/u) -5- (3-i/7y7i;^^) 71^) y^>m. 

.COOH 



TLC : Rf 0.49 (*DD*;i/A : **y-;P=l 0 : 1) ; 
10 NMR (300MHz,DMSO-d (S ) : S 8.67 (d, J = 8.4 Hz, 1H), 7.76 (s, 1H), 7.67 (s, 
1H), 7.55-7.33 (m, 5H), 6.97 (s, 2H), 6.83 (s, 1H), 5.18 (s, 2H), 5.03 (m, 1H), 2.65 (t, 
J = 7.8 Hz, 2H), 2.28-2.19 (m, 2H), 2.24 (s, 6H), 1.89-1.74 (m, 3H), 1.66-1.43 (m, 
2H), 0.91 (d, J = 6.0 Hz, 3H), 0.89 (d, J = 6.0 Hz, 3H) 0 

15 HjfSM6 (2 7 4) 

3- (2- (l - (3, 5-^^f;V7i-;i/) ^;i/*;w^-f;i/) -4 

- (3-^7/717^^) 7x_;i/) 7*n/S>^ 
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COOH 



NC 



TLC : Rf 0.64 (Jgfc*^> : **;-)l=9 : 1) ; 
N MR (300 MHz, CDCI3) : 6 7.44-7.24 (m, 5Hfc 7.22-7.14 (m, 2H), 6.94 (s, 2H), 
6.91 (s, 1H), 6.39 (d, J = 8.4 Hz, 1H), 5.07 (q, J = 8.4 Hz, 1H), 5.03 (s, 2H), 3.04 (t, J 
5 = 7.2 Hz, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.30 (s, 6H), 2.00-1.75 (m, 2H), 1.50-1.25 
(m, 2H), 0.95 (t, J = IS Hz, 3H) 0 

jWteg»J6 (2 7 5) 

3- (2- ( (3-^^-1- (3, 5-^^;i/7x-;i/) * 
10 ;W*E-f;iO -4- (t^V-^-l-^^^M-;!/) 7i^l/) 



TLC : Rf 0.43 (^DD*;i/A : ^^^-^=10 : 1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.88 (d, J = 8.7 Hz, 1H), 8.02 (dd, J = 7.8, 2.1 Hz, 
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1H), 7.83 (d, J = 2.1 Hz, 1H), 7.72 (d, J = 2.1 Hz, 1H), 7.49 (d, J = 7.8 Hz, 1H), 7.47 
(d, J = 2.1 Hz, 1H), 6.96 (s> 2H), 6.85 (s, 1H), 6.30 (t, J = 2.1 Hz, 1H), 5.82 (s, 2H), 
4.98 (m, 1H), 2.93 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 7.8 Hz, 2H), 2.25 (s, 6H), 1.80- 
135 (m, 2H), 1.44 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 0.91 (d, J = 6.6 Hz, 3H) 0 



(2 7 6) 

3 - (2- ( (1- (3, 5-^/?;V7i^l/) 7u\DV) fc^^-r/u) 
-4- (3-W7iy^^v) 7ir;i/) 7d^>® 



10 TLC : Rf 0-49 (^DD^l/A : jv=l 0 : 1) ; 

N M R (300 MHz, DMSO-dJ : 6 8.74 (d, J = 8.4 Hz, 1H), 7.56-7.28 (m, 7H), 6.95 
(s, 2H), 6.84 (s, 1H), 5.16 (s, 2H), 4.77 (m, 1H), 2.85 (t, J = 7.8 Hz, 2H), 2.46 (t, J = 
7.8 Hz, 2H), 2.24 (s, 6H), 1.80-1.63 (m, 2H), 0.89 (t, J = 7.2 Hz, 3H)o 

15 mmm6 (277) 

3- (2- ( (3 1- ( 3> 5-^^^;u7^-;i/) * 
JW^-fjV) -4- (2-7z-;i/tr;i/) 7i_jv) rD/i^ 



5 




COOH 
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TLC:Rf 0.51 (i&fc*?-]/> : ^*^-;i/=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.54-7.42 (m, 4H), 7.40-7 32 (ro, 2H), 732-7.22 (m, 
2H), 7.09 (d, J = 16.5 Hz, 1H), 7.03 (d, J= 16.5 Hz, 1H), 6.98 (s, 2H), 6.92 (s, 1H), 
5 635 (d, J = 8.7 Hz, 1H), 5.19 (q, J = 8. 7 Hz, 1H), 3.01 (t, J = 7.5 Hz, 2H), 2.72 (t, J 
= 7.5 Hz, 2H), 2.32 (s, 6H), 1.85-1.60 (m, 3H), 0.99 (d, J = 63 Hz, 6H) C 

mmm6 (2 7 8) 

3- (2- ( (3-^;U-l- (3, 5-^^7i^) * 

io /w*=e-f;io -4- (2- (^7^-;i/-l->r;i/) 7i-^) 7* 




TLC : Rf 0.50 (^PD*;i/A : ^*y-;i,= 10:1) ; 

NMR (300MHz,CDa 3 ) : 6 7.50 (s, 1H), 7.17-6.88 (m, 6H), 6.75 (s, 1H), 6.23 
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(d, J = 8.7 Hz, 1H), 6.12 (t, J = 2.1 Hz, 1H), 5.12 (m, Hi), 4.29 (t, J = 6.9 Hz, 2H), 
3.08 (t, J = 6.9 Hz, 2H), 2.98 (t, J = 7.2 Hz, 2H), 2.70 (t, J = 7.2 Hz, 2H), 232 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.6 Hz, 6H)o 

5 mmm6 (279) 

3- (2- ( (3 1- (3, 5-^^;i/7oi-;i/) * 
;wt^e>f;i/) -4- (2-7WD7i>'^^) 7i-^) rn;i> 
it 




10 TLC : Rf 0.53 ({7 DO^M '. J —)]/= 10:1) ; 

NM R (300 MHz, CDQ 3 ) : d 7.44 (s, 1H), 7.42 (d, J = 8.1 Hz, 1H), 7.28 (d, J = 
8.1 Hz, 1H), 7.15-6.87 (m, 4H), 6.96 (s, 2H), 6.91 (s, 1H), 6.31 (d, J = 8.7 Hz, 1H), 
5.16 (m, 1H), 5.09 (s, 2H), 3.08-2.97 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 
1.85-1.56 (m, 3H), 0.99 (d, J = 63 Hz, 6H)o 

15 

mmm6 (2 8 0) 

3- (2- ( (3-^5^-1- (3, 5-$;^^;i/7ai-;i/) t> 

;w^>r;i/) -4- (2-^dp7i;^^) 71^) 7"d71>r 
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TLC : Rf 0.53 (^DU^M : J— )V= 10:1) ; 
NM R (300 MHz, CDC1 3 ) : 6 7.52 (s, 1H), 7.46-735 (m, 2H), 7.28 (d, J = 8.1 Hz, 
1H), 7.21 (m, 1H), 7.00-6.87 (m, 2H), 6.95 (s, 2H), 6.91 (s, 1H), 6.29 (d, J = 8.4 Hz, 
5 1H), 5.16 (m, 1H), 5.12 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, J = 7.2 Hz, 2H), 2.31 (s, 
6H), 1.86-1.58 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

%»fll6 (2 8 1) 

3- (2- ( 1- (3, 5-^W7x-jl.) * 

10 -4- (2, 4-^7WD7i;^r^f;i/) 7i_;y) 7* 




TLC : Rf 0.54 (^nD/hM : ^7-^= 10:1) ; 

N M R (300 MHz, CDC] 3 ) : <? 7.42 (s, 1H), 7.41 (d, J = 7.8 Hz, 1H), 7.29 (d, J = 
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7.8 Hz, 1H), 7.00-6.73 (m, 3H), 6.96 (s, 2H), 6.91 (s, 1H), 6.32 (d, J = 8.1 Hz, 1H), 
5.16 (m, 1H), 5.05 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 6.6 Hz, 2H), 2.31 (s, 6H), 
1.84-1.56 (m, 3H), 0.99 (d, J = 6 3 Hz, 6H) C 

5 fgflgff]6 (2 8 2) 

3- (2 - ( (3-^^;i/-l- (3, 5-$/*p<^;i/^^-;i/) r^l/) * 
-4- (3 -^i^D^ydr^^i/) ?u^> 



10 TLC : Rf 0.53 (^DD^;i/A : ^^y-;i/= 1 0 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 7.42-7.18 (m, 5H), 6.95 (s, 2H), 6.91 (s, 1H), 
6.76-6.63 (m, 2H), 6.30 (d, J = 8.7 Hz, 1H), 5.16 (m, 1H), 5.00 (s, 2H), 3.07-2.96 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 231 (s, 6H), 1.84-154 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H) 0 



^E^J6 (2 8 3) 

3- (2- ( (3-*3=-;i,-l- (3, 5-^^7ir;i/) * 
;ws*^^;i/) -4- (2, 5-^y;^D7^y^sx^^;i/) 7z_;i/) r 
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TLC : Rf 0.51 (^Dn*M : — )i= 10:1) ; 
N M R (300 MHz, CDd 3 ) : <? 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (t, J = 7.00 Hz, 2H), 3.03 (m, 2H), 5.06 (s, 2H), 5.16 (m, 1H), 6.31 (d, J = 8.24 
5 Hz, 1H), 6.61 (m, 1H), 6.73 (m, 1H), 6.90 (s, 1H), 6.96 (s, 2H), 7.04 (m, 1H), 7.29 (d, 
J = 8.24 Hz, 1H), 7.41 (m, 2H) 0 

mmme (2 8 4) 

3- (2- ( (3-^^-;i/-l- (3, 5-*J*^)V7^-)\,) ± 

io ;w^-f;i/) -4- (2-^nn-5-7MD7iy^>^;i/) 




TLC : Rf 0.53 (^DD*;i/A : 10:1) ; 

N M R (300 MHz, CDC1,) : 6 7.49 (s, 1H), 7.42 (d, J = 7.8 Hz, 1H), 7.37-7.23 (m, 
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2H), 6.96 (s, 2H), 6.91 (s, 1H), 6.74-6.62 (m, 2H), 6.30 (d, J = 8.7 Hz, 1H), 5.17 (m, 
1H), 5.08 (s, 2H), 3.08-2.98 (m, 2H), 2.73 (t, J = 75 Hz, 2H), 231 (s, 6H), 1.85-1.58 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H)o 

5 Hfl6fl!16 (2 8 5) 

3- (2- ( (3-p<3^l/-l- (3, 5-i?*?-)l7^-») 7^)1) ft 
;w^-f;i/) -4- (2-^?;7x;^f;i/) 7uji>M 

XOOH 




TLC:Rf 0.22 (n-^tf> : IMfcWI/= 1 : 1) ; 
10 NMR (300 MHz, CDd 3 ) : 6 7.60-7.50 (m, 3H), 7.39 (m, 1H), 7.27 (d, J = 7.8 Hz, 
1H), 7.08-6.96 (m, 4H), 6.90 (brs, 1H), 6.53 (brd, J = 8.7 Hz, 1H), 5.18 (m, 1H), 5.16 
(s, 2H), 3.07-3.02 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.90-1.57 (m, 3H), 0.98 
(d, J = 6.3 Hz, 6H)o 



is mmme (2 8 6) 

3- (2- ( (3-*3S>l/-l- (3, 5-^^^;i/7o.i-;i/) ^;i/) # 
jw^ji) -4- (4-i/7;7xy^f;v) 7^;i/) 7D;i>i? 
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TLC : Rf 0.25 (n-^^> :WM*-m=l : 1) ; 
N MR (300 MHz, CDd,) : 6 7.62-7.57 (m, 2H), 7.41-7.38 (m, 2H), 7.29 (m, 1H), 
7.02-6.98 (m, 2H), 6.95 (brs, 2H), 6.91 (brs, 1H), 635 (brd, J . 8.4 Hz, 1H), 5.17 (m, 
5 1H), 5.06 (s, 2H), 3.06-3.01 (m, 2H), 2.76-2.71 (m, 2H), 2.31 (s, 6H), 1.83-135 (m, 
3H), 0.98 (d, J = 63 Hz, 6H)o 

mmme (2 8 7) 

3- (2- ( (3-^;U- 1 - (3, 5-^ff7i^) £ 
10 ;w^^;i/) -4- (4-* h*^?*;*^*^) 7*d;^> 




TLC : Rf 038 (n-^1f> :Hif;i/=l : 1) ; 

N MR (300 MHz, CDCI3) : 7.41-739 (m, 2H), 7.27 (d, J = 7.8 Hz, 1H), 6.95 (brs, 

405 



Page: 407 



WO 03/016254 ({ 



P<^V02/08120 



2H), 6.91-6.82 (m, 5H), 6.28 (brd, J = 8.4 Hz, 1H), 5.16 (m, 1H), 4.97 (s, 2H), 3.77 
(s, 3H), 3.06-3.00 (m, 2H), 2.74-2.69 (m, 2H), 2.31 (s, 6H), 1.83-1.56 (m, 3H), 0.98 
(d,J = 6.3Hz,6H)o 

s mmme (2 8 8) 

3- (2- ( (3-^Wl/-l- (3, 5-^^^1/71^) * 

;w^>f;i/) -4- (3-^h^>7i;^f;v) 7i_;i/) yu/ty 
lit 



10 T L C : R f 0.38 (n-^dMf > : M^^;i/= 1:1) ; 

NMR (300 MHz, CDCU : 6 7.45-7.38 (m, 2H), 7.31-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, 1H), 6.59-6.50 (m, 3H), 6.28 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 5.00 (s, 2H), 
3.79 (s, 3H), 3.11-2.92 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 231 (s, 6H), 1.85-1.52 (m, 
3H),0.98(d,J = 6.6Hz,6H) o 

15 

mm 6 (2 8 9) 

3- (2- ( (3-^5^-1- (3, 5-^^;i/7m;i/) ^^) * 
;wre-f;i/) -4- (3-^^^3iy^>^^;i/) vunym. 
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T L C : Rf 0.38 (n— ^Mt> : fffrSlx^-;b= 1:1) ; 
NMR (300 MHz, CDC!,) :6 7.47-7.38 (m, 2H), 7.29-7.11 (m, 2H), 6.95 (s, 2H), 
6.90 (s, 1H), 6.85-6.72 (m, 3H), 6.29 (d, J = 9.0 Hz, 1H), 5.16 (m, 1H), 4.99 (s, 2H), 
5 3.11-2.92 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.33 (s, 3H), 2.30 (s, 6H), 1.86-1.51 (m, 
3HX 0.98 (d, J = 63 Hz, 6H)» 

(2 9 0) 

3- (2- ( (3-PWI/-1- (3, 5 -*S*?AZ7 y^Jl) * 

10 jw-te-oi/) -4 - (2-^h^-5-W7x;^^) 7x^ 




TLC : Rf 0.33 (n-^yy :Bmx-3-)l=l : 1) «, 
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mmm6 (2 9 n 

3- (2- ( (3-PWI/-1- (3, 5-^^7iz;i/) * 

m 



5 




TL C : Rf 0.38 (n-^W>:|ffl|x^=l : l) ; 
NMR (300 MHz, CDCg : 7.47-7.39 (m, 2H), 7.25 (m, 1H), 7.01-6.82 (m, 7H), 
6.28 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.09 (s, 2H), 3.86 (s, 3H), 3.10-2.92 (m, 2H), 
2.71 (t, J = 7.4 Hz, 2H), 2.30 (s, 6H), 1.86-153 (m, 3H), 0.98 (d, J = 5.7 Hz, 6H) D 

10 

mmme (292) 

3- (2- ( (3-^^;i/-l- (3, 5-^^7x-;p) # 
;w^E>f;i/) -4- (2-7t^;i/7x;^f;i/) 71^) 7n^> 

m 
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O 



TLC : Rf 0.30 (n-^k-fry : H®x?-;u= 1 : 1) 0 

mmm6 (293) 

5 3- (2- ( {3-^)1-1- (3, 5-^^f;i/7i^l/) -?3-)V) * 
;wt^-f;i/) -4- (2-^nD-4-7MD7iy^^) 7ir 



TLC : Rf 031 (n-^-tJ-> : »&x?-;i/= 1:1); 
10 N M R (300 MHz, CDC1 3 ) : 6 7.32 (brs, 1H), 7.13-7.05 (m, 3H), 6.94-6.91 (m, 3H), 
6.81-6.73 (m, 3H), 5.10 (m, 1H), 4.78 (s, 2H), 2.84-2.79 (m, 2H), 2.43-239 (m, 2H), 
2.21 (s, 6H), 1.78-1.50 (m, 3H), 0.89-0.87 (m, 6H)„ 

mmme (294) 




COOH 
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3- (2- ( (3-^^)1-1- (3, 5-i?*my*-)l) 7f^) * 
;W^-f;V) -4- (2-^^-4-7MD7iy^^) 7^1- 



5 TLC:Rf 0.31 (n-A^t> : |fixf;i/=l : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 7.34-7.17 (m, 3H), 7.04-6.93 (m, 5H), 6.82 (brs, 
1H), 5.03 (s, 2H), 4.97 (m, 1H), 2.80-2.76 (m, 2H), 2.43-2.39 (m, 2H), 2.23 (s, 6H), 
2.17 (s, 3H), 1.80-1.60 (m, 2H), 1.41 (m, 1H), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6Hz,3H)o 



(2 9 5) 

3- (2- ( (3-^3MP-l- (3, 5-^^^J\yy^-)]y) ji 

-4- (2, 5-^^;i/7^y^r^^^;i/) 




COOH 
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COOH 



T L C : R f 0.34 (n-^it > : W^St^/U- 1:1); 
NM R (300 MHz, DMSO-d,) : 6 9.94 (bis, 1H), 7.38-7.33 (m, 2H), 7.28 (d, J = 7.8 
Hz, 1H), 7.01-6.99 (m, 3H), 6.83 (d, J = 7.5 Hz, 2H), 6.64 (d, J = 7.8 Hz, 1H), 5.03 (s, 
5 2H), 4.97 (m, 1H), 2.84-2.77 (m, 2H), 2.44-2.40 (m, 2H), 2.24 (s, 6H), 2.12 (s, 3H), 
1.78 (s, 3H), 1.77-1.58 (m, 2H), 1.41 (m, 1H), 0.91 (d, J = 6.6 Hz, 3H), 0.89 (d, J = 
6.6 Hz, 3H) 0 

§fe6S0U6 (2 9 6) 

io 3- (2- ( (3-^^)i- l - (3, 5-$;^^;u7ai-;i/) 7^;i/) * 
;w^-f;i/) - 4- (4-*;w^-<;M^;i/7xyJri/^^;j/) 




COOH 



TLC : Rf 0.36 (^DD*M : ;rf£y-;i,= 10:1) 



411 



Page: 413 



WO 03/016254 




12/08120 



^1^6 (2 9 7) 

3- (2- ( (3-PW1/-1- (3, B-i^^/l^xx/l/) £ 
5 7"n7i>^ 



TLC : Rf 0.53 (^nn*M : ^^y-;i/= 10:1) ; 
N M R (300 MHz, DMSO-dJ : 6 8.76 (d, J = 8.4 Hz, 1H), 7.40 (d, J = 8.7 Hz, 1H), 
7.31 (s, 1H), 7.30 (d, J = 8.7 Hz, 1H), 6.95 (s, 2H), 6.89 (s, 1H), 6.84 (d, J = 8.7 Hz, 
10 1H), 6.83 (s, 1H), 6.69 (d, J = 8.7 Hz, 1H), 5.02 (s, 2H), 4.96 (m, 1H), 3.69 (s, 3H), 
2.84 (t, J = 8.1 Hz, 2H), 2.45 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 221 (s, 3H), 1.78-1.57 
(m, 2H), 1.39 (m, 1H), 0.92 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H)o 

(2 9 8) 

15 3- (2- ( (3-^;i/-l- (3, 5-^f;i/7i-;i/) * 
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TLC : Rf 0.55 (^DD^M : A= 10:1) ; 

NMR (300 MHz, DMSO-d,) : 6 8.74 (d, J = 8.7 Hz, 1H), 7.39 (d, J = 8.1 Hz, 1H), 
730 (s, 1H), 7.29 (d, J . 8.1 Hz, 1H), 7.08 (d, J = 8.4 Hz, 2H), 6.95 (s, 2H), 6.88 (d, 
5 J = 8.4 Hz, 2H), 6.84 (s, 1H), 5.05 (s, 2H), 4.96 (m, 1H), 2.83 (t, J = 8.1 Hz, 2H), 
2.44 (t, J = 8.1 Hz, 2H), 2.24 (s, 6H), 2.22 (s, 3H), 1.80-1.55 (m, 2H), 1.40 (m, 1H), 
0.91 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H) D 

ttW6 (2 9 9) 

10 3- (2- ( (3-;Wl/-l- (3, 5-^^^;i/7ni-;i/) *> 
}W^)i) -4- (4-7)]t3tzi7x.; 7xz;i/) 7n/i> 




COOH 



TLC : Rf 0.55 (^DD^M : ;i/= 10:1) ; 
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NMR (300 MHz, DMSO-dJ : 6 8.74 (d, J = 8.7 Hz, 1H), 7.39 (d, J = 7.5 Hz, 1H), 
731 (s, 1H), 7.29 (d, J = 75 Hz, 1H), 7.16-7.06(m, 2H), 7.04-6.96 (m, 2H), 6.95 (s, 
2H), 6.83 (s, 1H), 5.06 (s, 2H), 4.96 (m, 1H), 2.83 (t, J = 8.1 Hz, 2H), 2.44 (t, J = 8.1 
Hz, 2H), 2.24 (s, 6H), 1.80-1.54 (m, 2H), 1.40 (m, 1H), 0.91 (d, J = 6.3 Hz, 3H), 0.89 
5 (d,J = 63Hz,3H)o 

mm OOP) 

3- (2- ( (3-**)l-l- (3, 5 -^pt^V^^^l/) £ 
;W1^f;V) -4- (3-* h=^>- 5-^:^:731 ydf>>pWI/) 7xz 
io ))/) yu/VsWt 



TLC : Rf 0.52 (n-^-9"> : Sti^= 1:1); 
NMR (300 MHz, CDCI3) : d 7.41-7.28 (m, 2H), 7.38 (brs, 1H), 6.96 (brs, 2H), 
6.91 (brs, 1H), 6.80 (m, 2H), 6.71 (m, 1H), 6.38 (d, J = 8.4 Hz, 1H), 5.17 (m, 1H), 
15 5.00 (s, 2H), 3.80 (s, 3H), 3.05-3.00 (m, 2H), 2.76-2.70 (m, 2H), 2.31 (s, 6H), 1.86- 
136 (m, 3H), 0.98 (d, J = 6.3 Hz, 6H) C 

1116 (3 0 1) 

3- (2- ( (3-^^;i/-l- (3, B-Wf^7i^) T^v) * 




COOH 
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PCT/JPO^KO 



;w*E-f;i/) -4- (3-^DD7iy^f;i/) 7x-;v) rn; 1 ?^ 

^COOH 




TLC : Rf 0.47 (^Dn*M : *9J— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 7.44-7.37 (m, 2H), 7.32-7.17 (m, 2H), 7.00-6.81 (m, 
5 6H), 6.29 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.00 (s, 2H), 3.09-2.97 (m, 2H), 2.73 (t, 
J = 7.1 Hz, 2H), 231 (s, 6H), 1.87-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) 0 

gtt»6 (3 0 2) 

3- (2- ( (3-^;i/-l- (3, 5-Wf;i/7ir;i/) * 

io ;wtqe-r;i/) -4- (2-7;i/^-n-5-^^;i/7^y^>p(^;i/) 




TLC : Rf 0.47 (^nn^l/A : J— ;i/= 9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : O* 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, 1H), 
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pct/jpo; 




!20 



7.02-6.88 (m, 4H), 6.81 (d, J = 8.1 Hz, 1H), 6.72 (m, 1H), 6.29 (d, J = 8.7 Hz, 1H), 
5.17 (m, 1H), 5.07 (s, 2H), 3.12-2.95 (m, 2H), 2.72 (t, J = 6.9 Hz, 2H), 2.31 (s, 6H), 
2.29 (s, 3H), 1.85-1.53 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) G 

5 mmM6 (3 0 3) 

3- (2- ( (3-^;i/-l- (3, 5-^^7^-;u) * 
-4- (2, 3, 4 3 5, 6-^>^7WD7iy^f 
7x-;i/) 7n^>M 



10 TLC : Rf 0.47 (^DD*;i/A :^^^-;i/=10 : 1) o 
3gflS0g6 (3 0 4) 

3- (2- ( (3-^^;i/-l- (3, 5-^^7i-;i/) * 
we<{ju) -4- (2, 7l - ;1/ ) ^ 

15 P^gg 




COOH 
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TLC : Rf 0.46 (ZuufrfrA : *#;-)l>= 1 0 : 1) „ 

mmme 005) 

5 3- (2- ( (3-^^)1-1- (3, 5-i?*f-JU7x.-fr) * 

wejfy) -4- (4-^DD7^y^r^^^;i/) y^-jv) yurowt 

XOOH 




TLC : Rf 0.46 (^DDWA : 10: 1) 0 

io mmme o o 6) 

3- (2- ( (3-*m-l- (3, 5->^^^;P73i^;i/) # 
/W*E-f;iO -4- (2, 3-^7MD7x;^W) 7i^JI/) 7* 
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T L C : R f 0.57 (?n D*;i/A : J -;],= 9:1) ; 
NMR (300MHz,CDCl 3 ) :6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.2 Hz, 1H), 
7.02-6.89 (m, 4H), 6.85-6.73 (m, 2H), 6.32 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 5.10 (s, 
5 2H), 3.07-2.95 (m,2H), 2.73 (t, J = 72 Hz, 2H), 2.31 (s,6H), 1.86-1.53 (m, 3H), 
0.99(d,J = 6.3Hz,6H) o 

Hfifeff]6 (3 0 7) 

3- (2- ( (3-^^-1- (3, 5-W^7irf) * 
10 JW^-fjU) -4- (3, 5-^7MD7iy^^) 7^^;i/) 7 




TLC : Rf 0.57 (^DD*M : ;v=9 : 1) ; 

NMR (300 MHz, CDd 3 ) : 5 7.42-7.35 (m, 2H), 7.30 (d, J = IS Hz, 1H), 6.95 (: 
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pct/jpo: 



!0 



2H), 6.91 (s, 1H), 6.54-6.40 (to, 3H), 6.32 (d, J = 8.7 Hz, 1H), 5.17 (m, 1H), 4.97 (s, 
2H), 3.12-2.94 (m, 2H), 2.73 (t, J = 7.3 Hz, 2H), 2.31 (s, 6H), 1.87-1.52 (m, 3H), 
0.99(d,J = 63Hz,6H) o 

5 |gflBffl]6 (3 0 8) 

3- (2- ( (3-^^-1- (^-7^b>-l-^f;b) y^jl) j&;wt 
-4- (4-7;i/2)-D7jiy^^5 L ;i/) 7ir;i/) ro/^i 

XOOH 



TLC : Rf 0.49 DD^A : p< £ y — ;i/= 10:1) ; 
10 N M R (300 MHz, CDClj) : 6 1.01 (d, J - 6.59 Hz, 3H) 1.13 (d, J = 659 Hz, 3H) 
1.82 (m, 1H) 1.97 (m, 2H) 2.74 (t, J = 7.20 Hz, 2H) 3.03 (t, J = 730 Hz, 2H) 4.97 (s, 
2H) 6.14 (m, 1H) 635 (d, J = 8.52 Hz, 1H) 6.66 (m, 3H) 7.42 (m, 8H) 7.80 (d, J = 
7.69 Hz, 1H) 7.88 (d, J = 7.69 Hz, 1H) 832 (d, J = 8.24 Hz, 1H) 0 

15 mm 6 (3 0 9) 

3- (2- ( (3-*^;i/-i- (^7^i^>-i--f;i/) ^;i/) #;wt 
^e-r^) - 4- (2, 5-y7;WD7xydp^^) y^-jv) yurt 
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TLC : Rf 0.49 (^DDt^M/A : ;*#y-;]/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 1.01 (d, J = 6.59 Hz, 3H) 1.14 (d, J = 6.59 Hz, 3H) 
1.82 (m, 1H) 1.97 (t, J = 7.14 Hz, 2H) 2.73 (t, J = 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 
5 2H) 5.02 (s, 2H) 6.14 (m, 1H) 6.38 (d, J = 8.52 Hz, 1H) 6.60 (m, 1H) 6.70 (m, 1H) 
7.02 (m, 1H) 7.47 (m, 7H) 7.80 (d, J = 7.97 Hz, 1H) 7.87 (d, J = 7.42 Hz, 1H) 832 (d, 
J = 8.79Hz,lH)o 

§H»J6 (3 1 0) 
io 3- (2- ( (3-^;i/-l- (j-7#u>- 1 --f;i/) 

^;i/) -4- (3-^7y7i;^f;i/) 7i-^) 7vA>m 

XOOH 




TLC : Rf 0.48 (7DD*;VA : **y-;i/= 10:1) ; 

NMR (300 MHz, DMSO-dJ : d 0.91 (d, J = 632 Hz, 3H) 1.08 (d, J = 6.32 Hz, 
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pcT/jpo: 




20 



3H) 1.57 (m, 1H) 1.89 (m, 2H) 2.48 (m, 2H) 2.85 (m, 2H) 5.14 (s, 2H) 5.94 (m, 1H) 
7.48 (m, 12H) 7.81 (d, J = 8.24 Hz, 1H) 7.94 (d, J = 7.97 Hz, 1H) 8.22 (d, J = 8.52 
Hz,lH)o 

5 mmme oin 

3- (2- ( (3-^;i/-l- (3, 5-^f;i/7i_;v) * 

-4- (3, 4-^7;i/^D73iy^i/p<^;u) 7 Z r;i/) 7* 



10 TLC : Rf 0.31 (mi*^)s> : p<*./-;i/=9 : 1) ; 

N M R (300 MHz, CDO,) : 0.98 (d, J = 6.32 Hz, 6H) 1.69 (m, 3H) 2.31 (s, 6H) 
2.72 (m, 2H) 3.02 (m, 2H) 4.95 (s, 2H) 5.17 (m, 1H) 6.34 (d, J = 8.24 Hz, 1H) 6.64 
(m, 1H) 6.77 (ddd, J = 11.81, 6.59, 3.02 Hz, 1H) 6.91 (s, 1H) 6.95 (s, 2H) 7.07 (m, 
lH)732(m,3H)o 



mmm6 o 1 2) 

3- (2- ( (3-^^;i/-l- (3, 5-^^;i/7oi-;i/) 7"^;i/) # 
;wvE>f;i/) -4- (3-^f;i/-4-7Mn7i;^f^) 37^- 




COOH 



15 
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TLC : Rf 0.33 (mfb^l/> : J— ;v=9 : 1) e 

mum 6 o 1 3) 

5 3- (2- ( (3-*?-)l-l- (3, 5-^f;V7i^) 7? )V) it 
-4- (2-7;i/^-n-6-^ h^j/7i-/^^) 7i 




TLC : Rf 033 (iifb^l/V : ^^7-;U=9 : 1) , 

10 

^fl)6 (3 1 4) 

3- (2- ( (3-^^;i/-i- (3, 5-i;^;i/7i_;y) 7^;i/) * 
;ww;i0 -4- (2, 3, 6-h'j7;i/tD7i7^f;i/) 7i- 
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TLC : Rf 0.33 (^no^l/A : *9 J— )l=9 : 1) ; 
NMR (300 MHz, CDC1 3 ) : 6 0.99 (d, J = 6.32 Hz, 6H) 1.71 (m, 3H) 2.31 (s, 6H) 
2.71 (m, 2H) 3.03 (m, 2H) 5.16 (m, 3H) 6.27 (d, J = 8.52 Hz, 1H) 6.83 (m, 2H) 6.91 
5 (s, 1H) 6.96 (s, 2H) 7.26 (m, 1H) 7.40 (m, 1H) 7.47 (m, 1H) » 

mmm6 o 1 5) 

3- (2- ( (3-^^-1- (3, 5-^f^7i-;i/) * 
-4- (2, 3, 5, 6-rh77WD7x7^f;i/) 
10 7i^) 7UA>m 




TLC : Rf 0.33 (^nn^l/A : ^*y-;b=9 : 1) • 

mmm6 (3 1 6) 
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• 



PCT/JPO 




120 



3- (2- ( (3-*7-)l-l- (3, B-^WiS*) * 

;w^-r;i/) -4- (3-7Mn-4->7;7iy^^) 71— 



5 TLC : Rf 0.55 (n-^1^> :M^;i/= 1 : 1) o 

3- (2- ( (3-^^;i/-l- (3, 5-^fJI/7ir;i/) 7*^;i/) * 
-4- (3-MW;i'7i;^f;i/) 7^-;i/) 7*d 

10 



TLC : Rf 0.23 (^DO*M : ;i/= 9 : 1) ; 

NMR (300MHz,DMSO-d 6 ) : (J 0.91 (m, 6H), 1.39 (m, 1H), 1.68 (m, 2H), 2.24 

(s, 6H), 2.44 (m, 2H), 2.84 (t, J = 7.97 Hz, 2H), 4.97 (m, 1H), 5.13 (s, 2H), 6.83 (s, 




COOH 




COOH 
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PCT/JPO, 




120 



1H), 6.95 (s, 2H), 7.14 (m, 1H), 7.42 (m, 7H), 7.94 (s, 1 H ) 8.76 (d, J = 8.52 Hz, 1H), 
12.07 (s, lH)o 

g^^J6 (3 18) 

5 3- (2- ( (3-^;i/-l- (3, 5-J?/^7^^;i/) * 

;ww;i/) - 4- (3 -^f ;i/*;i/n^;i/7iy^$/^f-;i/) 7x-;i/) 



TLC : Rf 0.17 (^DD*M : **;—)l=9 : 1) ; 
10 N M R (300 MHz, DMSO-dJ : 6 0.90 (m, 6H), 1.40 (m, 1H), 1.67 (m, 2H), 2.24 
(s, 6H), 2.43 (m, 2H), 2.76 (d, J = 4.40 Hz, 3H), 2.84 (m, 2H), 4.97 (m, 1H), 5.13 (s, 
2H), 6.83 (s, 1H), 6.95 (s, 2H), 7.13 (m, 1H), 7.39 (m, 6 H ) 8.40 (m, 1H), 8.75 (d, J 
= 8.52 Hz, 1H), 12.08 (s, 1H) 0 

is mmme 019) 

3- (2- ( (3-*?fr-l- (3, 5-^^;i/7^^;i/) # 




COOH 
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pct/jpo: 




20 




COOH 



TLC : Rf 0.44 (^DD*M : ^*7-;i/=9 : 1) ; 
NMR (300 MHz, CDQ 3 ) : 6 0.96 (d, J = 6.32 Hz, 3H), 0.97 (d, J = 6.32 Hz, 3H), 
1.69 (m, 3H), 2.29 (s, 6H), 2.68 (m, 2H), 2.98 (m, 5H), 3.08 (s, 3H), 4.98 (s, 2H), 
5 5.16 (m, 1H), 6.85 (m, 2H), 6.97 (m, 5H), 7.28 (m, 4H) o 

^ffJ6 (3 2 0) 

3- (2- ( (3-*^;i/-l- (3, 5-Wf;i/7i^) ^) * 
JUttJfr) -4- (3-t KDJr^^^-;i/7^y^r^^5 : -;i/) 7zr;i/) 

io 7uA>m. 



TLC:Rf 0.50 (^DO*;i/A:^^y-;i/=9 : 1) ; 

NMR (300 MHz, CDCL,) : 6 0.97 (m, 6H), 1.69 (m, 3H), 2.29 (s, 6H), 2.67 (m, 

2H), 3.00 (m, 2H), 4.62 (s, 2H), 4.98 (s, 2H), 5.16 (m, 1H), 6.52 (d, J = 852 Hz, 1H), 




COOH 
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6.89 (m, 6H), 7.24 (m, 2H), 7.38 (m, 2H) 0 

mmi6 (3 2i) 

3- (2- ( (3-^;i,- 1- (3, 5-^^l/7x-;i/) 7>;v) * 
5 ;^S*^;i/) -4- (3-^ ^>^;i/7x7^>^,t,) 7x-;v) 7* 



TLC : Rf 0.24 (n <*V> : mWi^)V= 1:1) ; 

NMR (300 MHz, CDQ 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.72 (m, 2H), 3.03 (m, 2H), 3.38 (s, 3H), 4.43 (s, 2H), 5.02 (s, 2H), 5.17 (m, 1H), 
6.32 (d, J = 8.52 Hz, 1H), 6.90 (m, 6H), 7.26 (m, 2H), 7.42 (m, 2H) Q 

fySfl]6 (3 2 2) 

3- (2 - ( ( (1R) -3-^^-1- (3, 5-^^^7iz;v) 
15 zrj-n,) iwn^n,) -4- (2, 5-y7MD7xy^^) 7 
31 7n^>^ 




COOH 
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PCT/JPOZ7G8120 




TLC : Rf 0.44 (n-^1t> :M^;i/=l : 2) ; 
N M R (300 MHz, CDCl,) : 6 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, 1H), 7.04 (m, 
1H), 6.96 (s, 2HX 6.91 (s, 1H), 6.73 (m, 1H), 6.62 (m, 1H), 6.31 (d, J = 8.4 Hz, 1H), 
5 5.17 (m, 1H), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 2.31 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H)o 

mm 6 (323) 

3- (2- ( ( (IS) -3-*?)l- 1 - (3, 5-^^^;i/7^^;V) 
10 79- JU) 1jWG<{JU) -4- (2, 5-^7WD7x;^f;i/) 7 




TLC : Rf 0.44 (n-^V-y : |»j^= 1 : 2) ; 

NMR (300 MHz, CDCL,) : d 7.45-7.38 (m, 2H), 7.29 (d, J = 7.8 Hz, 1H), 7.04 (m, 
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PCTA 




120 



1H), 6.96 (s, 2H), 6.91 (s, 1H), 6.73 (m, 1H), 6.62 (m, 1H), 631 (d, J = 8.4 Hz, 1H), 
5.17 (m, 1H), 5.06 (s, 2H), 3.11-2.93 (m, 2H), 2.72 (t, J = 6.0 Hz, 2H), 231 (s, 6H), 
1.84-1.52 (m, 3H), 0.99 (d, J = 6.3 Hz, 6H) Q 

5 mmme 024) 

2 - (2 - ( ( (1R) -3-J.3-JI-1- (3, 5-^^l/7i-;i/) 

-4- (2-7^-;^^) 7^*^) « 

XOOH 



TLC : Rf 0.40 (^nn*M : J— )\,= 10:1) ; 
10 NMR (300MHz,CDCl 3 ) : 6 0.95 (d, J = 6.04 Hz, 6H), 1.62 (m, 2H), 1.82 (m, 
1H), 2.29 (s, 6H), 2.87 (s, 4H), 4.74 (s, 2H), 5.19 (m, 1H), 6.82 (d, J = 8.24 Hz, 1H), 
6.88 (brs, 1H), 6.97 ( bis, 2H), 7.10 (m, 2H), 7.18 (m, 2H), 727 (m, 2H), 7.47 (m, 
2H) 0 

15 g£&feff?i6 (3 2 B) 

3- (2- ( ( (1R) -S-^^lz-l- (3, 5-^^7i-;V) 

*;w^;t,) -4- (2-7;i/tD7x^^^) 7 i-;i/) 
7n;i>^ 



r 
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TLC : Rf 0.63 (^fcLX3 L l/> : **y-;i,= 9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : O* 7.46-7.38 (m, 2H), 7.28 (d, J = 7.8 Hz, 1H), 
7.14-6.88 (m, 7H), 631(d, J = 7.8 Hz, Hi), 5.15 (q, J = 7.8 Hz, 1H), 5.09 (s, 2H), 
5 3.12-2.95 (m, 2H), 2.72 (t, J = 7.2 Hz, 2H), 2.31 (s, 6H), 1.85-1.55 (m, 3H), 0.98 (d, 
J = 5.7Hz,6H)o 

mmms o 2 6) 

3- (2- ( ( (1R) -3-*?)U- 1 - (3, 5-^^^7^-;i/) 
10 a^wve-rnO -4- (4-7;i/tn7iy^^f;i/) 




T L C : R f 0.56 (Mh^^y : J —)]/= 9:1); 

NMR (300 MHz, CDCl,) : 6 7.42-7.37 (m, 2H), 7.30-7.26 (m, 1H), 7.02-6.85 (m, 
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PCT/JPOl 




20 



7H), 6.30 (d, J = 8.1 Hz, 1H), 5.16 (q, J = 8.1 Hz, 1H), 4.98 (s, 2H), 3.10-2.95 (m, 
2H), 2.73 (t, J = 6.9 Hz, 2H), 2.30 (s, 6H), 1.85-1.50 (m, 3H), 0.98 (d, J = 6.3 Hz, 
6H)o 

5 mmme 027) 

3- (2- ( ( (1R) -3-^;b-l- (3, 5-^^7ir;v) 



10 TLC : Rf 0.64 {WCxZ-^y : **;-)l=9 : 1) ; 

NMR (300 MHz, CDCI3) : 6 7.44-7.39 (m, 2H), 7.28-7.23 (m, 1H), 7.00-6.80 (m, 
7H), 6.32 (d, J = 8.7 Hz, 1H), 5.15 (q, J = 8.7 Hz, 1H), 5.09 (s, 2H), 3.86 (s, 3H), 
3.10-2.95 (m, 2H), 2.71 (t, J = 7.5 Hz, 2H), 2.30 (s, 6H), 1.80-1.55 (m, 3H), 0.97 (d, 
J = 6.3 Hz, 6H)o 

15 

mmme 028) 

3- (2- ( ( (1R) -3-pWI/- 1- (3, 5-^p<^;i/7^-;i/) 
*;wre-f;i/) -4- (2-^^1/7 




COOH 
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TLC : Rf 0.54 (1Sjb*f-U> : *#;-)l=9 : 1) ; 
NMR (300 MHz, CDd 3 ) : 6 7.44-7.40 (m, 2H), 7.30-7.26 (m, 1H), 7.20-7.12 (m, 
2H), 6.96-6.83 (m, 5H), 6.25 (d, J = 8.7 Hz, 1H), 5.16 (q, J = 8.7 Hz, 1H), 5.04 (s, 
5 2H), 3.13-2.95 (m, 2H), 2.73 (t, J = 7.2 H z, 2H), 2.31 (s, 6H), 2.27 (s, 3H), 1.85-1.55 
(m, 3H), 0.99 (d, J = 6.3 Hz, 3H), 0.98 (d, J = 6.3 Hz, 3H) e 

(3 2 9) 

3- (2-^7a:-;M^;i'*;i/>'^^;i/-4- (2, 5-^7WD7i 

io y^r^^;p) 7x-;i/> zturtym. 

XOOH 




T L C : R f 0.30 (^*1*-> : A/= 1:1) ; 

NMR (300 MHz, DMSO-dJ : 6 2.42 (m, 2H), 2.72 (m, 2H), 5.11 (s, 2H), 6.43 (d, 
J = 9.07 Hz, 1H), 6.74 (m, 1H), 7.24 (m, 10H), 738 (m, J = 6.87 Hz, 2H), 7.54-7.52 
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# 



PCT/JP02OT120 



(m,4H)o 

m&M6 (3 3 0) 

3- (2- ( (1- (3, 5-Wf;i/7x-;i/) ^>^d^>>;1/) *;wt 
5 -4- (2, 5-^7MD7i;^f;i/) run 




TLC : Rf 0.56 (^DD^M : — ;P= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : <5 1.75 (m, 8H), 2.31 (s, 6H), 2.46 (s, 2H), 2.71 (t, J = 
10 7.42 Hz, 2H), 3.05 (t, J = 7.42 Hz, 2H), 5.12 (s, 2H), 6.18 (s, 1H), 6.63 (m, 1H), 6.76 
(m, 1H), 6.88 (s, 1 H ) 7.04 (m, 1H), 7.08 (s, 2H), 7.31 (d, J = 7.97 Hz, 1H), 7.42 (m, 
1H), 7.55 (s, 1H) 0 

§gfiSff!J6 (3 3 1) 

15 3-(2-((l-(3, 5-^f^7iz;i/) Z/9u«Ss*fr) £;W\* 
-4- (2, ?l J )V) 71^) 7*P71 
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TLC : Rf 0.55 (^DD^M : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : S 1.88 (m, 4H), 2.16 (m, 2H), 231 (s, 6H), 2.46 (m, 



5 6.75 (m, 1H), 6.88 (s, 1 H ) 7.02 (d, J = 5.22 Hz, 1H), 7.05 (dd, J = 5 36, 1.51 Hz, 
1H> 7.08 (s, 2H), 7.29 (d, J = 7.69 Hz, 1H), 7.40 (m, 1H), 7.45 (s, 1H)„ 

^#06 (3 3 2) 

3- (2- ( ( (1R) -3-^^-1- (3, 5-^^f;i/7i-^) 
io iifr/^jju) -4- (3-7WD7i;^^) 7ir;i/) 



TLC : Rf 0.56 (^DD*M : 10:1) ; 

N MR (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 231 (s, 6H), 
15 272 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.16 (m, 1H), 6.31 (d, J = 8.24 Hz, 1H), 
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2H), 2.70 (t, J = 7.55 Hz, 2H), 3.02 (t, J = 7.42 Hz, 2H), 5.08 (s, 2H), 6.63 (m, 1H), 
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6.70 (m, 3H), 6.91 (s, 1H), 6.95 (s, 2H), 7.25 (m, 2H), 7.40 (m, 2H) o 

mmm6 (333) 

3- (2- ( ( (1R) -S-*?-)V-i- (3, 5-V^jV7^)i) 

5 jb/WW/l/) -4- (2-xf^7iy#'^^) 7jz;v) 



TLC : Rf 0.58 (^DDTfVt/A : p(^y-;i/= l : 1) ; 
N MR (300 MHz, CDCI3) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.42 (t, J = 6.90 Hz, 3H), 
10 1.55-1.83 (m, 3H), 231 (s, 6H), 2.71 (t, J = 7.42 Hz, 2H), 3.00-3.06 (m, 2H), 4.09 (q, 
J = 6.90 Hz, 2H), 5.08 (s, 2H), 5.1 6 (m, 1H), 6.32 (d, J = 8.24 Hz, 1H), 6.84-6.95 (m, 
7H), 7.26 (t, J = 4.26 Hz, 1H), 7.43-7.42 (m, 2H)o 

mmm6 (334) 

15 3- (2- ( (N- (2-^5 L ;i/7*Dlf;i/) -N- (3, 5-^^7i 
-jv) T^y) #;wvE^;t/) -4- (2, S-^md?!;^^ 
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TLC : Rf 0.41 (^DD*M : )]/= 10:1) ; 

N M R (300 MHz, CDC1 3 ) : d 1.04 (d, J = 6.87 Hz, 6H), 2.07 (m, 1H), 226 (s, 6H), 
2.81 (t, J = 7.42 Hz, 2H), 3.15 (t, J = 7.42 Hz, 2H), 3.39 (d, J = 7.42 Hz, 2H), 5.12 (s, 
5 2H), 6.52 (s, 1H), 6.5 4 (s, 2H), 6.63 (m, 1H), 6.76 (m, 1H), 7.05 (m, 1H), 7.38 (d, J 
= 7.97 Hz, 1H), 7.48 (dd, J = 7.97, 1.10 Hz, 1H), 7.57 (d, J = 1.10 Hz, 1H), 7.70 (s, 
1H) 0 



mmme 035) 

10 3- (2- ( 1 1 - (3, 5-^f;i/7iz^) ~7uYL)V) jj 

WMJU) -4- (2, 5 7i-il/) :/ 




TLC : Rf 0.41 (^DD*M : ^^y— ;i/= 19:1) ; 
15 N MR (300 MHz, CDClj) : S 0.82 (t, J = 7.28 Hz, 6H), 2.20 (m, 4H), 231 (s, 6H), 
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2.76 (t, J = 7.49 Hz, 2H), 3.09 (t, J = 7.49 Hz, 2H), 5.10 (s, 2H), 6.13 (s, 1H), 6.62 (m, 
1H), 6.76 (m, 1H), 6.88 (s, 1H), 6.97 (s, 2H), 7.04 (m, 1H), 7.32 (d, J = 7.97 Hz, 1H), 
7.43 (dd, J = 7.97, 1.37 Hz, 1H), 7.54 (d, J = 137 Hz, 1H) 0 

5 mmi6 (3 3 6) 

3- (2- (4- (3, 5-^f;i/7xz;i/) ;i-t FD^7>-4-^f 
*;i/n^-r;i/) -4- (2, 5 -y7MD7i; 3fi^^;i/) 7^- 
)]/) yuni/Wi 



10 TLC : Rf 0.42 (^nn^M : *$>J~)]s= 1 0 : 1) ; 

NMR (300 MHz, CDG1 3 ) : 6 2.23 (m, 2H), 2.32 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.84 (m, 4H), 5.09 (s, 2H), 6.50 (s, 1H), 
6.63 (m, 1H), 6.75 (m, 1H ), 6.91 (s, 1H), 7.05 (m, 1H), 7.09 (s, 2H), 7.30 (d, J = 
7.80 Hz, 1H), 7.43 (dd, J = 7.80, 1.10 Hz, 1H), 7.54 (d, J = 1.10 Hz, 1H) 0 



mm (3 3 7) 

3- (2- ( ( (1R) -3-^f-;i/-l- (3, 5-^^;U7^;i/) 
#;w^;t,) -4- (3->77 7x;^^) 




COOH 



15 



437 



Page: 439 



WO 03/016254 



# 



pct/jpo: 




20 



NC 




TLC : Rf 0.55 (^DD^bA : J — ;i/= 9 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.59 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
2.72 (m, 2H), 3.03 (m, 2H), 5.03 (s, 2H), 5.17 (m, 1H), 6.37 (d, J = 8.79 Hz, 1H), 
5 6.91 (s, 1H), 6.96 (s, 2H), 7.17 (m, 2H), 7.28 (m, 2H), 7.39 (m, 3H) 0 

(3 3 8) 

3- (2- ( ( (1R) -3-^;i/-l- (3, 5-^^-;i/73i-;i/) 

*;i/M^-f;i/) -4- (2, 4-^7WD7i;^^) 7 
10 xn;i/) zfu^yWi 



TLC : Rf 0.51 (^DD*M : J— ;i/=9 : 1) ; 

N M R (300 MHz, CDClj) : 5 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 

2.71 (m, 2H), 3.03 (m, 2H), 5.04 (s, 2H), 5.16 (m, 1H), 6.34 (d, J = 8.24 Hz, 1H), 
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6.77 (m, 1H), 6.90 (m, 5H), 7.27 (m, 1H), 7.39 (m, 2H) » 
(3 3 9) 

3- (2- ( ( (1R) -3-^)V-l- (3, 5-^^1/71^) 
5 */w*e-f;i0 -4- (2, 5-^f;V7i;^^f;p) 7i 



TLC : Rf 0.51 (^DD*M : — ;i/= 9 : 1) ; 
N M R (300 MHz, CDCQ : d 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
10 1.71 (m, 3H), 2.22 (s, 3H), 230 (s, 6H), 2.31 (s, 3H), 2.72 (t, J = 7.55 Hz, 2H), 3.04 
(m, 2H), 5.02 (s, 2H), 5.15 (m, 1H), 6.27 (d, J = 8.79 Hz, 1H), 6.71 (m, 2H), 6.90 (s, 
1H), 6.95 (s, 2H), 7.04 (d, J = 7.14 Hz, 1H), 7.28 (d, J = 7.69 Hz, 1H), 7.42 (m, 2H)o 

mmme (340) 

15 3- (2- ( ( (1R) -Z-**)V-l- (3, 5 -5>*W7 

7^;i/) *;w^>f;i/) -4- (2-^nD7xy^p>>^5 : -;i/) 7xrji/) 
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TLC : Rf 0.49 (^DD*M : *?;—)l,= 9 : 1) ; 
N MR (300 MHz, CDClj) : 6 0.98 (d, J = 6.18 Hz, 3H), 0.99 (d, J = 6.18 Hz, 3H), 
1.71 (m, 3H), 2.31 (s, 6H), 2.72 (t, J = 7.14 Hz, 2H), 3.04 (m, 2H> 5.12 (s, 2H), 5.16 
5 (m, 1H), 6.32 (d, J = 8.52 Hz, 1H), 6.94 (m, 5 H), 7.21 (m, 1H), 7.28 (d, J = 7.97 Hz, 
1H), 7.41 (m, 2H), 7.52 (d, J = 1.65 Hz, 1H) C 

M6 (3 4 1) 

3- (2- (i-^;i/-l- (3, 5-^^7iz;v) 
10 n^;t>) -4- (2, 5-^7Mn7i;^f;i/) 71^) t*d 



TLC : Rf 0.49 (^DD^M : ;i/= 9 : 1) ; 

NM R (300 MHz, CDC1 3 ) : 6 1.80 (s, 6H), 2.32 (s, 6H), 2.75 (t, J = 7.42 Hz, 2H), 
15 3.08 (t, J = 7.42 Hz, 2H), 5.08 (s,2H), 6.33 (s, 1H), 6.62 (m, 1H), 6.75 (m, 1H), 
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6.90 (s, 1H), 7.03 (m, 1H), 7.07 (s, 2H), 7.30 (d, J = 7.98 Hz, 1H), 7.41 (dd, J = 7.98, 
1.51 Hz, 1H), 7.49 (d, J = 1.51 Hz, 1H) 0 

mmm6 (342) 

5 3 - (2- ( ( (1R) -3-^;i/-l- (3, 5-W^l/7iz^) 

75- to) #;w\^;i/) -4-7xy^i/^5 1 ;v7ji^;i/) 7*D^>i 

XOOH 



TLC : Rf 0.52 (^no^l/A : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 0.98 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
10 2.73 (m, 2H), 3.03 (m, 2H), 5.02 (s, 2H), 5.16 (m, 1H), 6.28 (d, J = 8.24 Hz, 1H), 
6.91 (s, 1H), 6.97 (m, 5 H), 7.29 (m, 3H), 7.42 (m, 2H) 0 

mffiMS (3 4 3) 

3- (2- ( ( (1R) -3-^5M/-l- (3, 5-^^^;i/7^^;i/) 
15 T^i/) #;i/A^;i/) -4- (2-xf;i/7i;^>^f;i/) 7icji/) 
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TLC : Rf 0.51 (^DD*M : *$J— ;i/= 10:1) ; 
NMR (300 MHz, CDC1,) : 6 0.98 (dd, J = 6.18, 2.61 Hz, 6H), 1.20 (t, J = 7.55 Hz, 
3H), 1.70 (m, 3H), 230 (s, 6H), 2.71 (m, 4H), 3.03 (m, 2H), 5.05 (s, 2H), 5.17 (m, 
5 1H), 6.23 (d, J = 8.52 Hz, 1H), 6.90 (m, 5H), 7.16 (m, 2H), 7.28 (d, J = 852 Hz, 1H), 
7.42(m,2H)o 

ftffi0!J6 (3 4 4) 

3- (2- ( ( (1R) -3-PW1/-1- (3, 5-^f;i/7ir;i/) 
10 73- fr) jjJW^sOl) -4- (3-^DD7i;Jf^^l/) 7:n-;i/) 




TLC : Rf 0.52 (^dd*M : ^^7— ;i/= 10:1) ; 

NMR (300 MHz, CDQ 3 ) : 6 0.99 (d, J = 6.32 Hz, 6H), 1.70 (m, 3H), 2.31 (s, 6H), 
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2.72 (m, 2H), 3.03 (m, 2H), 5.00 (s, 2H), 5.17 (m, 1H), 6.30 (d, J = 8.79 Hz, 1H), 
6.84 (m, 1H), 6.91 (s, 1H), 6.96 (m, 4H), 7.24 (m, 2H), 7.40 (m, 2H) 0 

mm C3 4 5) 

5 3- (2- (4- (3, 5-^f;V7ir;i/) ;i-tKPftt7>-4 
— OD #;w\^e-f;u) -4- (2, 5-^7;i/^D7xydpi/^^) 7 



TLC : Rf 0.58 (^DD^A : ;i/=9 : 1) ; 

10 N M R (300 MHz, CDCQ : 6 2.25 (m, 2H), 2.31 (s, 6H), 2.61 (m, 2H), 2.76 (m, 
4H), 3.03 (m, 4H), 5.11 (s, 2H), 6.28 (s, 1H), 6.63 (m, 1H), 6.77(m, 1H), 6.90 (s, 1H), 
7.06 (m, 3H), 7.32 (d, J = 7.97 Hz, 1H), 7.44 (dd, J = 7.97, 1.80 Hz, 1H), 7.57 (d, J = 
1.80 Hz, 1H) 0 

15 mmme o 4 6) 

3- (2- ( 1 -^>p;i-4- (3, 5-^f^7iz;i/) t^ys?> 
— 4 — r ^b) #;w^;i/) -4- (2, 5-^7;i/^-D7^y^s/^5 L ;i/) 
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TLC : Rf 0.52 (^DD^M : ;**y-;i/=6 : 1) ; 
NMR (300 MHz, CD 3 OD) : 6 2.17 (m, 2H), 2.29 (s, 6H), 2.61 (t, J = 7.42 Hz, 2H), 
2.76 (m, 2 H), 2.95 (m, 4H), 3.16 (m, 2H), 4.06 (s, 2H), 5.13 (s, 2H), 6.64 (m, 
5 1H), 6.90 (s, 1H), 6.97 (m, 1H), 7.09 (m, 3H), 7.43 (m, 8H) o 

mme o 4 7) 

3- (2- (1, l-^>-4- (3, 5-^^^;i/^3i-;i/) ;l-th' 

D^t^>-4 — r;i/) #;w^E>f;i/) -4- (2, 5-^7MD7i 
10 y^soWiO 7i^) l m;t>8 

XOOH 




TLC : Rf 0.49 (t7UU7tVl& : ^^7-;i/=9 : 1) ; 
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N M R (300 MHz, CDQ,) : 6 2.31 (s, 6H), 2.75 (m, 4H), 3.04 (m, 6H), 3.40 (m, 
2H), 5.07 (s, 2H), 6.62 (m, 1H), 6.76 (m, 1H), 6.94 (s, 1H), 7.03 (m, 4H), 7.30 (d, J = 
7.97 Hz, 1H), 7.45 (m, 1H), 7.51 (m, 1H) 0 

5 mSim 6 (3 4 8) 

3- (2- ( (4- (3, 5-^^^-;i/7ic-;i/) y!-t f*D^7>-4- 
-Ol/) 33)W^)l) -4- (3-^^y7xydp->7{^;i/) 7xz;i/) r 



10 TLC : Rf 0.24(n-^\^>:^^;i/:^= 1 0 0:1 00:1); 
N M R (300 MHz, DMSO-d 6 ) : 6 1.93 (m, 2H), 2.26 (s, 6H), 2.39 (m, 2H), 2.49 (m, 
2H), 2.86 (m, 2H), 3.74 (m, 4H), 5.20 (s, 2H), 6.84 (s, 1H), 7.04 (s, 2H), 7.42 (m, 
7H), 8.59 (s, 1H), 12.09 (s, lH)o 

15 %5Sff]6 (3 4 9) 

3- (2- ( (2, 6-^^;i/-4- (3, 5-*>*W7=--ti') -4 
-^t 0 ^) *;ww;i/) -4 - (2, 5-^7MD7i;^5 1 ;i/) 
7i-;i/) :7n^>& 
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TLC : Rf 0.66 (n-^^> : W^x-^= 1:1); 
N M R (300 MHz, CDC1 3 ) : 6 0.75 (d, J = 6.59 Hz, 6H), 0.84 (d, J = 659 Hz, 6H), 
1.58 (m, 2H), 2.11 (dd, J = 14.28, 5.22 Hz, 2H), 2.22 (dd, J = 14.28, 6.06 Hz, 2H), 
5 231 (s, 6H), 2.79 (t, J = 7.55 Hz, 2H), 3.11 (t, J = 7.55 Hz, 2H), 5.12 (s, 2H), 6.25 (s, 
1H), 6.62 (m, 1H), 6.76 (m, 1H), 6.86 (s, 1H), 6.94 (s, 2H), 7.04 (m, 1H), 7.34 (d, J = 
7.91 Hz, 1H), 7.44 (dd, J = 7.91, 1.65 Hz, 1H), 7.57 (d, J = 1.65 Hz, 1H) 0 

^^16 (3 5 0) 

10 3- (2- ( (4- (3, 5-^W7i^) /t— b h*Dl^>-4- 
*;w^-r;i/) -4- (2-^dd-5-7Md7i;^>w) 




TLC:Rf 0L4l(n—^**y:Mlx^:||fl|= 1 0 0:1 00:1); 
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N M R (300 MHz, CDCI3) : 6 2.24 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
= 7.42 Hz, 2H), 3.03 (t, J = 7.42 Hz, 2H), 3.83 (m, 2H), 3.93 (m, 2H), 5.12 (s, 2H), 
6.47 (s, 1H), 6.67 (m, 1H), 6.73 (dd, J = 10.03, 2.61 Hz, 1H), 6.91 (s, 1H), 7.09 (s, 
2H), 7.33 (m, 2H), 7.43 (m, 1H), 7.62 (d, J = 1.65 Hz, 1H) a 



mmme o 5 n 

3- (2- ( (4- (3, 5-^f;V7i=^) ^-tFDlf7>-4- 

-f;i/) ijjw^j )},) -4- (2-^Dn-5-^^;i/7i^dF^^5 L ;i/) 



TL C : Rf 0.39(n-^-y->:^x^;i/:M=l 00:1 00:1); 
NMR (300 MHz, CDCI3) : 2.23 (m, 2H), 2.32 (s, 6H), 2.33 (s, 3H), 2.46 (dd, J 
= 13.32, 1.51 Hz, 2H), 2.69 (t, J = 7.28 Hz, 2H), 3.03 (t, J = 7.28 Hz, 2H), 3.83 (m, 
2H), 3.92 (m, 2H), 5.12 (s , 2H), 6.46 (s, 1H), 6.75 (m, 1H), 6.81 (s, 1H), 6.90 (s, 1H), 
15 7.09 (s, 2H), 7.27 (m, 2H), 7.43 (m, 1H), 7.66 (s, 1H) o 

^jg!6 (3 5 2) 

3- (2- ( (4- (3, 5-^^;P7x-;P) ^-b Kntr^>-4- 
>f;i/) jfrjIz/t^E-f -4- (2, 5->^nP7;cy3rioWl/) 71- 
20 ;i/) rn/^i 
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T L C : Rf 039 {n-^*V> :BM^J-» :BM= 1 0 0 : 1 00:1); 
NMR (300 MHz, CDC1 3 ) : 6 2.25 (m, 2H), 232 (s, 6H), 2.47 (m, 2H), 2.71 (t, J 
= 7.14 Hz, 2H), 3.04 (t, J = 7.14 Hz, 2H), 3.83 (t, J = 10.30 Hz, 2H), 3.93 (m, 2H), 
5 5.12 (s, 2H), 6. 46 (s, 1H), 6.95 (m, 3H), 7.09 (s, 2H), 7.32 (m, 2H), 7.43 (m, 1H), 
7.63 (d, J = 1.65 Hz, 1H) Q 

(3 5 3) 

3- (2- ( (4- (3, 5-i/7^1/7iz;i/) ^-fc j«d tT^>-4 - 
io -f;i/) £;wr^;i/) -4-7xy^^i/7xz;i/) :Tp^>® 

XOOH 



TLC : Rf 0.36(n-^=Hf> :»»x^:B«= 1 0 0:10 0:1); 
NMR (300 MHz, CDC1 3 ) : 2.23 (m, 2H), 2.31 (s, 6H), 2.46 (m, 2H), 2.69 (t, J 
= 7.28 Hz, 2H), 3.02 (t, J = 7.28 Hz, 2H), 3.79 (m, 2H), 3.91 (m, 2H), 5.05 (s, 2H), 
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6.48 (s, 1H), 6.90 (s, 1H), 6.99 (m, 3H), 7.08 (s, 2H), 730 (m, 3H), 7.43 (m, 1H), 
7.50 (s, 1H) 0 

mam 6 (354) 

5 3- (2- ( (4- (3, 5-i?*W7*=.fl,) ^-b >- 4 - 

-Ol/) *;w^-f;i/) -4- (3-^DD7iy^f;i/) y 




TLC :Rf 0.35(n-^1f>:W^;i/:M= 10 0:1 00:1); 
10 NMR (300 MHz, CDC1 3 ) : 6 2.24 (m, 2H), 2.32 (s, 6H> 2.48 (d, J = 15.11 Hz, 
2H), 2.71 (t, J = 7.14 Hz, 2H), 3.02 (t, J = 7.14 Hz, 2H), 3.79 (m, 2H) 3.92 (m, 2H), 
5.03 (s, 2H), 6.50 (s, 1H), 6.85 (m, 1H), 6.91 (s, 1H), 6.97 (m, 2H), 7.08 (s, 2H), 7.22 
(ra, 1H), 7.30 (d, J = 7.97 Hz, 1H), 7.41 (m, 1H) 7.47 (s, 1H) o 

is mmm6 o 5 5) 

3- (2- ( (4- (3, 5-^Waz;v) /1-fc Knt£9>-4- 
-f;i/) -4- (3-7WD7i;^f;i/) 71^) 
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TLC : Rf 0.43 (^nD*M :A*S->V=1 0:1) ; 
N MR (300 MHz, CDC1 3 ) : 2.27 (m, 8H), 2.45 (m, 2H), 2.72 (t, J = 7.28 Hz, 2H), 
3.03 (t, J = 7.28 Hz, 2H), 3.87 (m, 4H), 5.04 (s, 2H), 6.48 (s, 1H), 6.72 (m, 3H), 6.91 
5 (s, 1H), 7.09 (s, 2 H), 7.22 (m, 1H), 7.30 (d, J = 8.24 Hz, 1H), 7.43 (d, J = 7.97 Hz, 
1H), 7.48 (s, 1H) 0 

^S^I6 (3 5 6) 

3- (2- ( (4- (3, 5-^^^;i/7^-;i.) ;l-t Knt7>-4- 
10 ^r;i/) *;w\*^E^;i/) -4- (2, 5 -^if-;^^ ^>.^;i,) 7x- 



TLC : Rf 0.43 (^DD^M : ;t/= 10:1) ; 

N MR (300 MHz, CDC1 3 ) : 6 2.26 (s, 6H), 2.28 (m, 2H), 2.32 (s, 6H), 2.44 (m, 




COOH 
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2H), 2.72 (t, J = 735 Hz, 2H), 3.04 (t, J = 735 Hz, 2H), 3.82 (m, 2H) 3.93 (m, 2H), 
5.06 (s, 2H), 6.40 (s, 1 H), 6.73 (m, 2H), 6.91 (s, 1H), 7.06 (d, J = 7.69 Hz, 1H), 7.09 
(s, 2H), 730 (d, J = 7.69 Hz, 1H), 7.45 (dd, J = 7.69, 1.65 Hz, 1H), 736 (d, J = 1.65 
Hz,lH)o 



HaSW6 (3 5 7) 

3- (2- ( (l-^;i/*;i/*-;i/-4- (3, 5 -*J*?-)],7 *.-)),) 

w)*»-4-<{ju) *;ww;i/) -4- (2, 5-j;7WD7i/ 



TLC : Rf 0.42 (^DD*;i/A : t$j-)\,= 10:1) ; 
NMR (300MHz,CDa 3 ) : 6 2.24 (m, 2H), 232 (s, 6H), 2.70 (m, 4H), 2.78 (s, 
3H), 3.03 (t, J = 7.14 Hz, 2H), 3.13 (t, J = 11.13 Hz, 2H), 3.68 (m, 2H), 5.07 (s, 2H), 
632 (s, 1H), 6.63 (m, 1H), 6.75 (m, 1H), 6.92 (s, 1H), 7.03 (m, 1H), 7.08 (s, 2H), 
15 7.29 (d, J = 7.97 Hz, 1H), 7.41 (d, J = 7.97 Hz, 1H), 731 (s, 1H) 0 

mmme (3 5 8) 

3- (2- ( (4- (3, 5-^^;i/7^n;b) ;1—t KD bT5 >- 4 - 

-<;]/) -4- (2-7MD7x7^f;i/) 

451 



5 




COOH 



Page: 453 



WO 03/016254 




TLC : Rf 0.43 (^DD/M/A : J— )V= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 2.26 (m, 2H), 2.32 (s, 6HX 2.45 (m, 2H), 2.71 (t, J 
5 = 7.14 Hz, 2H) 3.03 (t, J = 7.14 Hz, 2H), 3.82 (m, 4H), 5.13 (s, 2H), 6.48 (s, 1H), 
7.02 (m, 7H), 730 (d, J = 7 .69 Hz, 1H), 7.44 (d, J = 7.69 Hz, 1H), 7.56 (s, 1H) Q 

mum 6 (359) 

3- (2- ( (4- (3, 5-^f;i/7i^) t KnK5>-4- 
10 >r;i/) -4- (2-^dd7i;^?;i/) 7^;b) 7* 




TLC : Rf 0.43 (^DD*;i/A : — )V= 10:1) ; 

NMR (300 MHz, CDd 3 ) : 6 2.25 (m, 2H), 2.32 (s, 6H), 2.46 (m, 2H), 2.70 (t, J 
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= 7.42 Hz, 2H) 3.03 (t, J = 7.42 Hz, 2H), 3.85 (m, 2H), 3.93 (m, 2H), 5.15 (s, 2H), 
6.45 (s, 1H), 6.91 (s, 1H), 6.97 (m, 2H), 7.09 (s, 2H), 7.22 (m, 1H), 730 (d, J = 7.97 
Hz, 1H), 7.42 (m, 2H), 7.65 (s, lH)o 

5 mmm6 (3 6 0) 

3- (2- ( (4- (3-*?-fry^-)\s) M-hFDt7>-4-^;V) 
*;w^-f;u) -4- (2, 5-^7;i/^-D7^y^rS/^^;i/) 7:n-;i/) 



10 TLC : Rf 0.55 (^DD*;bA : *9 J— ;i/=9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 6 2.25 (m, 2H), 236 (s, 3H), 2.50 (m, 2H), 2.70 (t, J 
= 7.21 Hz, 2H), 3.01 (t, J = 7.21 Hz, 2H), 3.88 (m, 4H), 5.08 (s, 2H), 6.57 (s, 1H), 
6.63 (m, 1H), 6.76 (m, 1H), 7.05 (m, 2H), 7.27 (m, 4H), 7.42 (dd, J = 8.12, 1.71 Hz, 
1H), 7.52 (d, J = 1.71 Hz, lH)o 



^6S^J6 (3 6 1) 

3- (2- ( (4- {j-yzvy- a— t KD^^>-4-^;v) 
#/i/>*e-r/iO -4- (2, 5-^7WD7i;^f;i/) 7i^;i/) 




COOH 



15 
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TLC : Rf 0.53 (^DD^l/A : ;i/= 9 : 1) ; 

NMR (300 MHz, CDC1 3 ) : 2.50 (m, 4H), 2.85 (m, 4H), 3.97 (m, 4H), 5.02 (s, 
2H), 6.64 (m, 1H), 6.73 (m, 1H), 7.07 (m, 2H), 7.23 (d, J = 7.69 Hz, 1H), 7.43 (m, 
5 5H), 7.74 (d, J = 7.42 Hz, 1H), 7.80 (d, J = 7.97 Hz, 1H), 7.89 (m, 1H), 8.42 (m, 1H) C 

|gffiff!l6 (3 6 2) 

3- (2- ( ( 1 -*^;i/-4- (3, 5-^^7x-;i/) l^ij^> 
-4-> f;i/) *;w^^r;i/) -4- (2, 5-^7MD7iy^f;i/) 

10 7x~;i/) I/D^>$ 




I 



TL C : Rf 0.37 (^DD*M : * $ J —)l : 28%7>^-Tii<.= 4 0 : 
10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 1.85 (m, 2H), 2.19 (s, 3H), 2.25 (s, 6H), 2.29 (m, 
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2H), 2.46 (m, 4H), 2.65 (m, 2H), 2.89 (t, J = 7.83 Hz, 2H), 5.21 (s, 2H), 6.77 (m, 1H), 
6.82 (s, 1H), 7.03 (s, 2H), 7.29 (m, 5H), 8.50 (s, 1H) 0 

$lfl6fl!l6 (3 6 3) 

5 3- (2- ( ( 1 (3, 5-^;*?-;i/7xr:;i,) tf^.«J^> 

-4--f;i/) *;w^^;u) -4- (2, 5-^7;i/^-D7ai/=lr^^;i/) 
7i-Jl/) 7D/^>i 



TLC : Rf 0.39 (^DD7^;i/A : **;—fl/=5 : 1) ; 
10 NMR (300 MHz, CD 3 OH) : <5 1.29 (t, J = 7.28 Hz, 3H), 2.20 (m, 2H), 2.31 (s, 6H), 
2.62 (t, J = 7.14 Hz, 2H), 2.85 (m, 2H), 2.98 (t, J = 7.14 Hz, 2H), 3.03 (m, 4H), 3.34 
(m, 2H), 5.12 (s, 2H), 6.63 (m, 1H), 6.92 (s, 1H), 6.96 (m, 1H), 7.08 (m, 1H), 7.14 (s, 
2H), 7.40 (m, 3H)o 

15 fS0Bff>J6 (3 6 4) 

2- (2- ( (3-^5^-1- (3, 5-^^7x-A) * 
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N 
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TLC : Rf 0.42 (^no*M : J— )]/= 10:1) ; 
N M R (300 MHz, CDC1 3 ) : 6 0.95 (d, J = 6.32 Hz, 6H), 1.63 (m, 2H), 1.84 (m, 
1H), 2.28 (s, 6H), 4.73 (s, 2H), 5.03 (s, 2H), 5.19 (m, 1H), 6.85 (d, J = 8.70 Hz, 1H), 
5 6.87 (s, 1H), 6.98 (s, 2H) 7.02 (dd, J = 8.70, 3.02 Hz, 1H), 735 (m, 5H), 7.57 (d, J = 
3.02 Hz, 1H), 7.94 (d, J = 832 Hz, 1H) 0 

mmm6 (3 6 5) 

2- (2- ( (3-^^-1- (3, 5-^f;i/7i^l/) * 
10 ;W*t-f;i/) -4- (2-^DD-6-7;V^-D^>^;i/^i/) !7:i:yJf 

XOOH 




TLC : Rf 0.42 (^DD*M : — )l= 10:1) ; 

NMR (300 MHz, CDd 3 ) : 6 0.96 (d, J = 6.32 Hz, 6H), 1.66 (m,2H), 1.84 (m, 
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1H), 2.30 (s, 6H), 4.76 (s, 2H), 5.16 (s, 2H), 5.20 (m, 1H), 7.01 (m, 6H), 7.28 (m, 
2H), 7.49 (d, J = 3.02 Hz, 1H) 7.54 (d, J = 7.97 Hz, 1H) Q 

##0119 

10 lT£*i®fb-&t>£#fc e 

TLC :Rf 0.50 : Mx^;i/= 9 : 1) 0 

#^ffJl 0 

4- [4- (t-^h^^A;^-^) -2--hn7x-;H 7^>^ 
15 ^;iAXy^;i/ 




(fSMtfe^CD^ 19.6g) ©rh7tKD77> (10 0ml) 
^^D^x^> (0.1ml) 5^-mmmLtco ZtiizhV 

tmi/Vfrtn^j b* (o.lml) §in^x £6£5#fg8l#Lfc^ jlSft 
20 TT4-3-K^>^5 L ;K45.6g)®^h^tl KD77>(100ml) 
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m bt» 4 -a— t-jwt- h7tKD77 >tmt%nfc 0 

-15s g%m9-zm&Ltzfc&&) (34.9g) Ofh7kb'D77> (10 0 
ml) StCiIlb (1, l'-tr* (^7i^;i/^^7^y) 7xD-b» 

5 717^«7A (H) (2.20g) ^iP^feo C©^a$fC±sBT*SegbfcM£&4- 

3- h* f ;K0t h 7 1 F P 7 7 >ii (2 0 0mmolffli) £ 

n-c 1 5ftm&vxffiTvtco m&mitm&Tiz 0t>p^ 6 o°c-e3 o# 
io » u s/ •> a T?s6«a, «b u fc o aai* s/ u * * 

A^nvh^77^- : BHHx^;i/= 9 : 1^4 : 1) TitSJL 

■t, jBiT©«Ht«&*-rsaiKfli^» (24.47g> *ntz 0 

TLC : RfO.24 : »|x^=9 : 1) 0 

15 ##001 1 

4- (4-AM^i/-2-rhD7ir;i/) 79 >Wb*5-JUx.Z>7-fr 



OTfSBftbfc-fb^ft (24.4 g) ©7-V-;b (3 8ml) Mfc, 

hU7;i/^D^ (2 9mi) *mx.s m&®*6 o°c-e mmim\sfco 




o 
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T L C : R f 0.31 (^*^> : m&^)\>= 1 : 1) . 
5 4- (4-th'D^fA-2--hD7i-^) 79>Wt*?-J\'ttT 



##0U lT?«eb&<b^« (15.58 g) \ hijx^7$> (10.6ml) 
®Th7tK077>(6Oml) «F»fcx *^Ttv * P n (6.2 
10 ml) ftSTFU MSlM#bfe„ »&**3«U 3***#fts 
HJ^A (11.1 g) ©zk (6 0ml) ^Mt^T-?^TbTx 

#j&3 o#isaH*Lfco assent: 1 N*s«*«&fc*i!i>^< dstu b 

15 ^;p= 2:i-»i:i) -amm vxs vxt nm&m&m tzwmfc&m (12.26 
g) zmtco 

TLC : Rf0.46 (^if> : Wm^9-JU= 1 : 1) „ 
20 4- [4- it-7f-fri?*9>W)W*?*s*f-J),) -2--hD7ir 
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OCH 3 



H 3 C 
H 3 C. Si 



##m 2-cm&vtz4\j&®> (4.mg) w^;-* a.646g) © 

N, N-¥*?Jl*))/&T$. H (2 0ml) Jgttfcx zk^TT* t -7*h*J 
^^'JMD'J F (2.664 g) £ft|*x SlM&*MT!**i!IJ*bfc. S 

5 jfefi^4»fc**inis ^^f->-eaajbfeo ftlMfcfc-cffifru *g*ffi& 

^**>*ATJ<6«»WBb^ OTOWIflftttiilfbMl (6.02g) 
TLC : Rf 0.69 (^t*-> : g^^;i^=3 : 1) 0 
10 ##0014 



3*C«»bfc^fr&«J (6.02g) ©**7-;i/ (3 Oml) 
15 1 0 %/i7 5?*AJ!ai ( 4 2 Omg) *JnA. *Jl»BSlT£aT? 1 ftffltt 

(5.43 g) £f#fco 
TLC : Rf 0.38 (^i*-> : lfflfcx^-/u= 4 : 1 ) „ 

20 ##ff|l 5 
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4- [4- (t-ZT?-fr*J*3-)\/ ; ZsV *?-)\,) -2- [1- (1- 



5 (2.60ml) ©m^^l/> (2 0ml)fc 7k^T-ea-^^;i/-l- 

t7f;i/»D7>f h* (3.52g) ©ttHb**-i/> (i omi) *»*arru 
io •m£ti£f#fco 

TLC : Rf 039 (^it> : llxfil/=4 : 1) „ 



4- (2- ( (2- i-f;i/) ra/W/iO 7^y) -4 

15 -t h-D^r^^l/^jz-^v) ^>ftX^x^y^/ 
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5-eSBtUfcfb^»©5 t h7tKD7 5> (3 0ml) igSfcfc^ 
h77^7^-H7A7M^F (2 4ml) *Jn* N 8&**£Hrc 

5 mmik&to (5.02 g) *#fe 0 

TLC : Rf 0.27 (^Mrtf-> : Mxf;i/= 1 : 1) 0 
*»«7 (a) 

4- (2- (1- (1-±73S>10 a:^;u) *M-;i,7U-4-t Kn 
10 ^r^^;i/7^n;i,) 



###|1 H5t h*D7^> (3 0ml) »£eP 

h77f;v7>t--)A7;W7^ h* (2 4ml) £in;U s^»*^a-e 

Umfc-Sm (5.02 g) £|ffco 

TLC : Rf 0.27 (-v*tf> : IMfen^a 1 : 1 ) 0 

5*86017 (b) 

20 4- (2- ( (2- (±7*l/>-l-^;i0 rn/V-f^) T$>0 -4 
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.0. 



.XX 



TLC:Rf 0.47 (n-^^> : BWt^Jl- 2 : 1 ) „ 



mmmi (b- d -7 (b-2) 
10 mmmi (b-n 

2- (2- ( (4-*3Mi/-2- (^7^u>-l—r;u) ^>*y-f;i/) 



5 




TLC : Rf 0.52 (n-^1f > : «^^;i/= 3 : 1 ) 0 



15 



mmm7 (b-2) 
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2- (2- ( (2- (4-7;i/*-n:*-7*i/>- l -- f;i/) 7*D7V^;v) 




T L C : R f 0.56 (n-^if > : I«x?-;i,= 2:1) 



8 



4- (2- ( (2- rDM^/i/) r^y) 

- (4-^h^r->7iy^r^^;i/) 7^;]/) 7*>^ 

r^cooH 



-4 



<^0 



jTT ? 




io mmi (b) TtBSb&fb^feAraiisrsfc^*^-^ mm 

T L C : R f 0.45 (Ittif^) ; 

NMR (300MHz,DMSO-d 6 ) : <? 12.08 (br, 1H), 9.58 (s, 1H), 8.32 (d,J = 8.1 
Hz, 1H), 7.94 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.38 (bs, 1H), 
15 7.16 (m, 2H), 6.88 (d, J = 9.0 Hz, 2H), 6.81 (d, J = 9.0 Hz, 2H), 4.94 (s, 2H), 4.71 
(q, J = 6.9 Hz, 1H), 3.91 (q, J = 6.9 Hz, 2H), 2.43 (m, 2H), 2.02 (t, J = 7.5 Hz, 2H), 
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1.60 (d, J = 6.9 Hz, 3H), 1.56 (m,2H),1.27 (t, J = 6.9 Hz, 3H)o 

^^18 (1) ~3gjffi0»]8 (13 6) 
«0]7 (b-1). 7 (b-2) -CMLfete^*fcttfflMf-rSft£- 
5 »&J8i,vt\ £^8£|ia8©«fe*fT&oTx filT©fl3£4»Sf§fco 

^aiW8 (1) 

(2E) -3- (2- ( (2- 0*-:7*l/>-2-' f^) T-fe^A) 
-4- (W^-l-'f^f^) 7i^) -2-7°D^>^ 



TLC : Rf 0.42 (^DD^l/A : ^#y-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 10.12 (bs, 1H), 7.94-7.70 (m, 7H), 7.57-7 '.41 (m, 
4HX 7.24 (s, 1H), 7.02 (d, J = 8.1 Hz, 1H), 6.46 (d, J = 16 Hz, 1H), 6.25 (t, J = 2.0 
Hz, 1H), 5.32 (s, 2H), 3.85 (s, 2H) 0 



I£fif5fl]8 (2) 

2- (2- ( (4-PWV-2- (j-7*U>-l->(fr) ^y*?;j)v) 
7 -4-tFD^fM>^) £Ji« 



10 




15 
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HO 




TLC : Rf 0.50 (^DD^A : 10:1) ; 

NM R (300 MHz, DMSO-dJ : 6 9.62 (s, 1H), 832 (d, J = 8.4 Hz, 1H), 7.91 (d, J 
= 8.1 Hz, 1H), 7.78 (d, J = 8.7 Hz, 1H), 7.75 (m, 1H), 7.65-7.39 (m, 4H), 7.34 (s, 1H), 
5 7.23 (m, 2H), 7.00 (d, J = 8.1 Hz, 1H), 6.88 (d, J = 7.8 Hz, 1H), 6.79 (m, 1H), 5.12 (t, 
J = 5.7 Hz, 1H), 4.60 (m, 1H), 4.41 (d, J = 5.4 Hz, 1H), 4.30 (d, J = 16.2 Hz, 1H), 
4.18 (d, J = 16.2 Hz, 1H), 1.93 (m, 1H), 1.47 (m, 2H), 0.92 (d, J = 63 Hz, 3H), 0.80 
(d,J = 6.3Hz,3H)o 

10 mm (3) 

2- (2- ( (4-^5^;i/-2- (^:7*l/>- 1— {)l>) ^y$Uft) 



TLC : Rf 0.62 : ftR^;i/= 1:2) ; 

15 N M R (300 MHz, DMSO-d s ) : 6 8.15 (s,lH), 8.10-7.98 (m,2H), 7.83 (m 1H), 
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7.67 (m, 1H), 7.60-7.41 (m, 3H), 7.32-7.20 (m, 3H), 7.17-6.96 (m, 3H), 6.81 (d, J = 
7.2 Hz, 1H), 4.37 (t, J = 7.5 Hz, 1H), 4.08 (d, J = 16.2 Hz, 1H), 3.80 (d, J = 16.2 Hz, 
1H), 3.18 (s, 3H), 2.14 (m, 1H), 1.73 (m, 1H), 1.59 (m, 1H), 0.96 (d, J = 6.6 Hz, 3H), 
0.89(d,J = 6.6Hz,3H) o 



2- (2- ( (4-^^)1-2- (j-7#]s>-l-jj]s) 



10 TLC : Rf 0.54 (^D0*M : )l>=8 : 1) ; 

N M R (300 MHz, DMSO-d 6 ) : 6 9.85 (s, 1H), 9.67 (bs, 1H), 8.32 (d, J = 8.4 Hz, 
1H), 7.91 (d, J = 7.8 Hz, 1H), 7.78 (d, J = 8.1 Hz, 1H), 7.73 (m, 1H), 7.64-7.35 (m, 
6H), 7.28-7.15 (m, 2H), 6.86 (d, J = 8.4 Hz, 1H), 6.78 (m, 1H), 4.60 (m, 1H), 4.26 (d, 
J = 16.5 Hz, 1H), 4.13 (d, J = 16.5 Hz, 1H), 1.97 (s, 3H), 1.92 (m, 1H), 1.52-136 (m, 

15 2H), 0.92 (d, J = 6.3 Hz, 3H), 0.80 (d, J = 63 Hz, 3H) e 

H«SW8 (5) 

2- (2- ( (4-*5M/-2- (J-7?is>-i-sfn,) 



5 
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TLC : Rf 0.54 (^dD*;i/A : J— ;i/=8 : 1) ; 
N M R (300 MHz, CDC1 3 ) : 6 8.05 (d, J = 8.1 Hz, 1H), 7.97 (bs, 2H), 7.82 (d, J = 
7.5 Hz, 1H), 7.68 (d, J = 15 Hz, 1H), 7.63 (d, J = 7.8 Hz, 1H), 7.55-7.40 (m, 2H), 
5 7.35-7.21 (m,3H), 7.15 (m,lH), 7.08-6.96 (m, 2H), 6.83 (d, J = 8.1 Hz, 1H), 6.64 (s, 
1H), 4.38 (t, J = 7.2 Hz, 1H), 4.02 (d, J = 16.5 Hz, 1H), 3.78 (d, J = 16.5 Hz, 1H), 
2.99 (s, 3H), 2.15 (m, 1H), 1.75 (m, 1H), 1.60 (m, 1H), 0.96 (d, J = 6.6 Hz, 3H), 0.89 
(d,J = 6.6Hz,3H)o 

10 mmms (6) 

2- (2- ( (4-pW1/-2- ^>*y>f;i/) 




TLC : Rf 0.59 (?UU*)VA : **/-;i/=8 : 1) ; 
15 N M R (300 MHz, CDQ 3 ) : 6 8.20 (d, J = 2.1 Hz, 1H), 8.07 (m, 1H), 8.04 (m, 1H), 
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7.84 (m, 1H), 7.69 (d, J = 6.9 Hz, 1H), 7.59 (d, J = 7.5 Hz, 1H), 7.55-7.44 (m, 2H), 
7.34-7.23 (m, 3H), 7.18-7.10 (m, 2H), 7.05 (d, J = 8.4 Hz, 1H), 6.87 (d, J = 7.8 Hz, 
1H), 4.38 (t, J = 7.2 Hz, 1H), 4.06 (d, J = 16 5 Hz, 1H), 3.80 (d, J = 16.5 Hz, 1H), 
3.32 (m, 3H), 2.89 (s, 3H), 2.15 (m, 1H), 1.76 (m, 1H), 1.61 (m, 1H), 0.97 (d, J = 6.6 
5 Hz,3H),0.91(d,J = 6.6Hz,3H)o 

mums (7) 

2- (2- ( (4-^^-2- (^-7^U>-l-> Ol) ^yfSJ)]/) 

-4- 1 -^ ;m *•/!/) $11$ 



TLC : Rf 0.49 (^DD*;i/A : ^*y-;i/= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.05 (m, 1H), 7.99 (s, 1H), 7.91 (s, 1H), 7.80 (m, 
1H), 7.66 (d, J = 7.8 Hz, 1H), 7.58 (m, 2H), 7.49-7.38 (m, 3H), 7.34-7.07 (m, 4H), 
6.82 (d, J = 7.5 Hz, 1H), 6.77 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 8.1 Hz, 1H), 6.29 (s, 
15 1H), 5.23 (s, 2H), 4.33 (m, 1H), 3.86 (d, J = 16.8 Hz, 1H), 3.69 (d, J = 16.8 Hz, 1H), 
2.12 (m, 1H), 1.69 (m, 1H), 1.56 (m, 1H), 0.93 (d, J = 6.3 Hz, 3H), 0.86 (d, J = 6.3 
Hz,3H) 0 

gjgL8 (8) 

20 2- (2- ( (4-^;i/-2- (±7^i/>- l ->f;v) 



10 
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T^y) -4-* Y*S/**/W*>5»V) £Ji« 



H 3 C0. 




TLC : Rf 0.52 (^PD/JVI/A : *#;—;v= 10:1) ; 
NMR (300 MHz, CDCI3) : 6 8.08 (bs, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.81 (m, 1H), 
5 7.72 (m, 1H), 7.74-7.58 (m, 2H), 7.46 (m, 2H), 732-7.08 (m, 4H), 7.03 (m, 2H), 6.80 
(d, J = 7.8 Hz, 1H), 4.43 (s, 2H), 4 34 (t, J = 7.5 Hz, 1H), 4.07 (d, J = 16.5 Hz, 1H), 
3.84 (d, J = 16.5 Hz, 1H), 3.39 (s, 3H), 2.16 (m, 1H), 1.72 (m, 1H), 1.61(m, 1H), 
0.96 (d, J = 6.3 Hz, 3H), 0.89 (d, J = 6.3 Hz, 3H) Q 

10 gHflfcffl]8 (9) 

4- (2- ( (2- (±7*i/>- 1— r;i/) rn/w;!/) T^y) -4 
-th*n+s/^f;i/7i-;i/) 



TLC : R f 0.45 (Sf^xg^t/) ; 
15 NMR (300 MHz, CD3OD) : <S 8.30-8.25 (m, 1H), 7.92-7.87 (m, 1H), 7.81 (t, J = 
8.1 Hz, 1H), 7.67-7.44 (m, 4H), 7.33 (s, 1H), 7.13-7.08 (m, 2H), 4.71 (q, J = 7.2 Hz, 
1H), 4.53 (s, 2H), 2.34-2.27 (m, 2H), 1.96 (t, J = 7.2 Hz, 2H), 1.73 (d, J = 7.2 Hz, 
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3H), 1.55-1.44 (m,2H)o 

mmms go) 

4- (2- ( (2- (^-7^l/>- 1— f;i/) 7n;W;i/) T^y) -4 
5 -^h^^7iz;i/) 



T L C : R f 0.40 : B«ai^;i/= 1:2); 

NMR (300 MHz, CDC1 3 ) : <5" 8.14 (d, J = 7.5 Hz, 1H), 7.93-7.84 (m, 3H), 7.63 (d, 
J = 6.6 Hz, 1H), 7.58-7.50 (m, 3H), 7.12 (s, 1H), 7.02-6.95 (m, 2H), 4.57 (q, J = 6.9 
10 Hz, 1H), 439 (s, 2H), 3.36 (s, 3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.30- 
1.20 (m, 2H) 0 

■mm* (id 

4- (2- ( (2- (j-7$>)/>- l-^;i/) 7°D^y-r;i/) r$y) -4 
15 -7i;^^f;i/7i_;i/) 



TLC : Rf 0.55 : B®x^-;i/= 1:2) ; 

NMR (300 MHz, CDC1 3 ) : 6 8.14 (d, J = 8.1 Hz, 1H), 7.98 (s, 1H), 7.93-7.84 (no, 
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2H), 7.63 (d, J = 6.6 Hz, 1H), 7.58-7.50 (m, 3H), 7.30-7.24 (m, 2H), 7.13-7.09 (m, 
2H), 7.01-6.92 (m, 4H), 4.99 (s, 2H), 437 (q, J = 7.2 Hz/lH), 1.95-1.90 (m, 4H), 
1.84 (d, J = 7.2 Hz, 3H), 1 30-1.20 (m, 2H) e 

5 ^6fe^>J8 (12) 

2- (2- ( (4-^^)1-2- 



TLC : Rf 0.47 (^DD*M : ^#y-;t/= 10:1) ; 
10 NMR (300 MHz, DMSO-d 6 ) : 6 9.72 (bs, 1H), 8.32 (m, 1H), 7.91 (d, J = 7.8 Hz, 
1H), 7.79-7.74 (m, 2H), 7.63-739 (m, 5H), 7.30-7.20 (m, 2H), 7.08 (dd, J = 7.8, 1.8 
Hz, 1H), 6.91 (d, J = 7.8 Hz, 1H), 6.80 (m, 1H), 4.63 (dd, J = 8.7, 4.8 Hz, 1H), 4.40 
(s, 2H), 4.32 (d, J = 16.2 Hz, 1H), 4.19 (d, J = 16.2 Hz, 1H), 2.87 (s, 3H), 1.91 (m, 
1H), 1.56-136 (m, 2H), 0.92 (d, J = 63 Hz, 1H), 0.80 (d, J = 6.3 Hz, 1H) 0 



mmms a 3) 

4- (2- ( (2- (±7^ix>- 1 — f >»u> 7-o;v-f;i/) ts.;) -4 




15 
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TLC : Rf 0.35 : Bt&x^;i/= 1:1) ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (s, 1H), 9.45 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.94 (dd, J = 8.1, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.47 (m, 4H), 
5 7.24 (d, J = 1.8 Hz, 1H), 7.10 (d, J = 7.8 Hz, 1H), 7.04 (dd, J = 7.8, 1.8 Hz, 1H), 4.69 
(q, J = 6.9 Hz, 1H), 3.61 (s, 2H), 2.40 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.92 (s, 3H), 
1.60 (d, J = 6.9 Hz, 3H), 155 (m, 2H)» 

mums a 4) 

10 4- (2- ( (2- (i-7*]s>- 7*0/ W Jl) T5.y) -4 

r^cooH 



TLC : Rf 0.63 (^nn*;i/A : ^^7-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 6 12.03 (s, 1H), 952 (s, 1H), 8.31 (d, J = 8.1 Hz, 
15 1H), 7.94 (dd, J = 8.1, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.63 - 7.47 (m, 4H), 
7.26 (s, 1H), 7.16 (d, J = 7.8 Hz, 1H), 7.05 (dd, J = 7.8, 1.5 Hz, 1H), 4.70 (q, J = 6.9 
Hz, 1H), 4.05 (d, J = 12.6 Hz, 1H), 3.85 (d, J = 12.6 Hz, 1H), 2.45 (s, 3H), 2.42 (m, 
2H), 2.02 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.55 (m, 2H)o 
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£flfcg>]8 (15) 

4- (2- ( (2- (^7*l/>- 1— f;u) 7*D7V^;i/) T^) -4 

r^cooH 



5 TLC : Rf 0.51 (BMx-?fr) ; 

NMR (300 MHz, DMSO-d.) :6 12.04 (s, 1H), 9.55 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.63 - 7.47 (m, 4H), 7.35 (d, J = 1.2 Hz, 
1H), 7.19 (d, J = 7.8 Hz, 1H), 7.14 (dd, J = 7.8, 1.2 Hz, 1H), 4.71 (q, J = 6.9 Hz, 1H), 
4.40 (s, 2H), 2.87 (s, 3H), 2.42 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
10 3H),1.57(m,2H) 0 

fgflfe0U8 (16) 

4- (2- ( (2- (^7*i/>- 1 --f;i/) 7n/v^i/) T^y) -4 

r^cooH 



TLC : Rf 0.10 (^DD*;i/A : ^^y-;i/=5 : 1) ; 

NMR (300 MHz, DMSO-ds) : 6 8.39 (d, J = 9.1 Hz, 1H), 7.93 (d, J = 7.2 Hz, 1H), 

7.82 (d, J = 7.2 Hz, 1H), 7.63-7.47 (m, 4H), 7.45 (brs, Hi), 7.14 (s, 2H), 4.84 (q, J = 




15 
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6.9 Hz, 1H), 3.80 (s, 2H), 2.59-2.42 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.60 (d, J = 6.9 
Hz, 3H), 1.62-1.56 (m, 2H) D 

HffiffJ8 (17) 

5 4- (2- ( (2- 7D;v^f;i/) -4 

r^COOH 



T L C : R f 0.59 D D*;i/£ : p< * J — ;i/= 5:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.46 (brs, 1H), 834-8.25 (m, 2H), 7.94 (d, J = 8.1 
10 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.16 (brs, 1H), 7.09 (d, J = 7.8 
Hz, 1H), 6.98 (d, J = 8.1 Hz, 1H), 4.68 (q, J = 7.2 Hz, 1H), 4.15 (d, J = 5.7 Hz, 2H), 
2.44-2.35 (m, 2H), 2.00 (t, J = 7.2 Hz, 2H), 1.82 (s, 3H), 1.59 (d, J = 6.6 Hz, 3H), 
1.56-1.48 (m, 2H) 0 

15 mm (18) 

4- (2- ( (2- (^-7^l/>- l--f;i/) 7-*y) -4 

-^^UT^y^^^^i-;!/) 

r^COOH 
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TLC : Rf 0.53 (^DD*M : $ • 1) ; 

NMR (300MHz,CDa 3 ) : 6 9.51 (s, 1H), 832 (d, J = 8.1 Hz, 1H), 7.95 (d, J = 



75 Hz, 1H), 7.08 (dd, J = 7.8, IS Hz, 1H), 4.70 (q, J = 7.2 Hz, 1H), 4.06 (d, J = 6.3 
5 Hz, 2H), 2.81 (s, 3H), 2.45-2.37 (m, 2H), 2.01 (t, J = 7.5 Hz, 2H), 1.60 (d, J = 6.9 Hz, 
3H), 1.61-1.50 (m,2H)o 

4- (2- ( (2- l-^jv) yunj^fr) T^y) -4 

r^cooH 



TLC : Rf 0.58 (^DD^;i/A : J— )]/= 9:1) ; 
NMR (300 MHz, CDQ 3 ) : d 8.13 (d, J = 8.7 Hz, 1H), 7.93-7.85 (m, 3H), 7.63 (d, 
J = 6.3 Hz, 1H), 7.59-7.49 (m, 3H), 7.17 (brs, 1H), 7.05 (dd, J = 8.1, 1.5 Hz, 1H), 
15 6.99 (d, J = 8.1 Hz, 1H), 4.57 (q, J = 7.5 Hz, 1H), 4.25 (s, 2H), 2.83 (s, 3H), 2.76 (s, 
3H), 1.94-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H), 1.31-1.22 (m, 2H)» 

gfegfi^>J8 (2 01 

4- (2- ( (2- (^-7^i/>-i-^ ;1/ ) 7D ;v^;1/) tkj) -4 
20 -^>^;i^y;7^;i,) 



7.8 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62-7.48 (m, 5H), 7.28 (brs, 1H), 7.14 (d, J = 
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TLC : Rf 0.65 (mmx.f-jl) ; 

NMR (300 MHz, DMSO-dJ : 6 12.03 (s, 1H), 10.18 (s, 1H), 933 (s, 1H), 8.33 
(d, J = 8.7 Hz, 1H), 7.96-7.91 (m, 3H), 7.84 (d, J = 8.1 Hz, 1H), 7.72 (d, J = 2.4 Hz, 
5 1H), 7.61-7.47 (m, 8H), 7.13 (d, J = 8.4 Hz, 1H), 4.71 (q, J = 7.2 Hz, 1H> 2.44-2.38 
(m, 2H), 2.03 (t, J = 7.5 Hz, 2H), 1.62-1.55 (m, 5H)» 

mmms (2 n 

4- (2- ( (2- (±7^U>-l-^;i/) rD;t;-f^ -4 
10 -7i-;i/x;i/^7^7i-;i/) 



r^cooH 




TLC : Rf 0.65 mWt^m) ; 

NMR (300 MHz, CDCIg) : 6 8.11-8.07 (m, 1H), 7.92-7.76 (m, 4H), 7.66 ( s> 1H), 
7.59-7.47 (m, 5H), 7.42-7.37 (m, 2H), 7.16 (s, 1H), 6.99 (s, 1H), 6.92 (dd, J = 8.1, 
2.1 Hz, 1H), 6.84 (d, J = 8.4 Hz, 1H), 4.56 (q, J = 7.2 Hz, 1H> 1.91-1.78 (m, 7H), 
1.23-1.12 (m, 2H) 0 

(2 2) 

4- (2- ( (4-*3-)l-2- (±7^V>-l-^;i,) ^^y^) 
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-4-7i;^^i/7x-;i/) 7*>m 




TLC : Rf 0.53 (^DD*M : 10:1) ; 

NMR (300 MHz, DMSO-dJ : 6 9.57 (s, 1H), 8.39 (d, J = 8.1 Hz, 1H), 7.93 (d, J 
5 = 7.8 Hz, 1H), 7.81 (d, J = 8.1 Hz, 1H), 7.66 (d, J = 7.2 Hz, 1H), 7.63-7.44 (in, 3H), 
7.33-7.13 (m, 5H), 6.98-6.87 (m, 3H), 5.00 (s, 2H), 4.67 (m, 1H), 2.45-233 (m, 2H), 
2.12 (m, 1H), 1.98-1.89 (m, 2H), 1.66-1.43 (m, 4H), 1.05 (d, J = 6.3 Hz, 3H), 0.91 (d, 
J = 6.3 Hz, 3H) 0 

10 ^008 (2 3) 

4- (2- ( (2- (:J-7*i/>-i— r;i/) 7*o7V-f;i/) r^y) -4 
- (2-*-*v^';^>- i--r;M^;u) 7x^;i/) 7^>^ 

i^cooh 



TLC : Rf 0.35 (M^;i/) ; 
15 NMR (300 MHz, DMSO-dJ : 6 12.02 (s, 1H), 9.47 (s, 1H), 8.29 (d, J = 8.1 Hz, 
1H), 7.94 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.73 (dd, J = 6.6, 2.1 Hz, 1H), 
7.60-7.46 (m, 4H), 7.42-734 (m, 1H), 7.23 (d, J = 1.8 Hz, 1H), 7.12 (d, J = 8.1 Hz, 
1H), 7.02 (dd, J = 8.1, 1.8 Hz, 1H), 6.38 (d, J = 9.0 Hz, 1H), 6.20 (dt, J = 1.5, 6.6 Hz, 
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1H), 5.01 (s, 2H), 4.69^.64 (m, 1H), 2.40-2.35 (m, 2H), 1.99 (t, J 7.5 Hz, 2H), 
1.59-1.50 (m,5H)«> 

m&BM& (2 4) 

5 4- (2- ( (2- (±7^^>- 1 — T ^> 7*D/W;iO -4 

r^cooH 



TLC : Rf 0.60 (ftix^;b) ; 

NMR teOOMH^DMSO-cg : 12.04 (s, 1H), 9.52 (s, 1H), 832-8.29 (m, 2H), 
10 8.15 (d, J = 4.5 Hz, 1H), 7.95 (dd, J = 7.8, 1.5 Hz, 1H), 7.83 (d, J = 8.1 Hz, 1H), 
7.61-7.40 (m, 6H), 7.31 (dd, J = 8.1, 4.5 Hz, 1H), 7.19 (s, 2H), 5.10 (s, 2H), 4.70 (q, 
J = 7.2 Hz, 1H), 2.44-2.41 (m, 2H), 2.02 (t, J = 7.2 Hz, 2H), 1.61-1.51 (m, 5H) 0 

l%fflSfl]8 (2 5) 

15 4- (2- ( (2- (^r^l^-l-^) 7-d;V^;i,) 7^7) -4 

r^cooH 





TL C : Rf 0.50 (^*V> : WM^?-;i= 1:2); 
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N M R (300 MHz, DMSO-d s ) : 6 12.00 (br s, 1H), 9.46 (s, 1H), 8.30 (d, J = 8.4 Hz, 
1H), 7.95 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 7.61-7.47 (m, 4H), 7.32-7.23 
(m, 5H), 7.17-7.12 (m, 1H), 7.08 (s, 2H), 4.68 (q, J = 6.9 Hz, 1H), 4.17 (s, 2H), 2.41- 
236 (m, 2H), 2,00 (t, J = 7.5 Hz, 2H), 1.59 (d, J = 6.9 Hz, 3H), 1.56-1.51 (m, 2H)o 



3S&SffJ8 (2 6) 

4- (2- ( (2- (:h7*l/>- 1-^)1) T^S) -4 



10 T L C : R f 0.50 (^1J-> : i^xf;|/= 1:2); 

NMR (300 MHz, DMSO-d e ) : 6 12.02 (s, 1H), 9.44 (s, 1H), 8.29 (d, J = 7.8 Hz, 
Hi), 7.95-7.92 (m, 1H), 7.82 (d, J = 7.8 Hz, 1H), 7.58-7.46 (m, 4H), 7.28 (s, 1H), 
7.09 (s, 2H), 7.03-6.97 (m, 2H), 6.53-6.45 (m, 3H), 6.17 (t, J = 6.0 Hz, 1H), 4.67 (q, 
J = 7.2 Hz, 1H), 4.16 (d, J = 6.0 Hz, 2H), 2.40-235 (m, 2H), 2.00 (t, J = 7.5 Hz, 2H), 

15 1.60-1.50 (m,5H) 0 

mm\& (27) 

4- (2- ( (2- (±7*b>- 1 — r^) 7$.;) -4 

-7 *.-)\,7)V7 j -;M^-;i/7 3i ~;i/) 



5 
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TLC : Rf 0.40 (ff^^;i/) ; 

NMR (300 MHz, DMSO-d,) : S 12.03 (s, 1H), 9 JO (s, 1H), 8.31 (d, J = 8.4 Hz, 
1H), 7.97-7.94 (m, 1H), 7.84 (d, J = 7.8 Hz, 1H), 7.60-7.46 (m, 9H), 7.14-7.13 (m, 
5 1H), 7.06 (d, J = 7.8 Hz, 1H), 6.86-6.83 (m, 1H), 4.69 (q, J = 6.9 Hz, 1H), 4.20-4.15 
(m, 1H), 3.98-3.92 (m, 1H), 2.43-2.39 (m, 2H), 2.03-1.98 (m, 2H), 1.60-1.52 (m, 5H) o 

|g?BflJ8 (2 8) 

4- (2- ( (2- (^-7^i/>- l --r;i/) rn/V'f;!/) 7^7) -4 
10 - 7i-ji/7;v*-;M ^-;i/7 7^>^ 

r^cooH 



TLC : Rf 0.60 (ffl^n^U) ; 

NMR (300 MHz, DMSO-d,) : <? 12.03 (s, 1H), 9.50 (s, 1H), 8.30 (d, J = 8.4 Hz, 
1H), 7.95 (d, J = 7.8 Hz, 1H), 7.84 (d, J = 7.5 Hz, 1H), 7.73-7.48 (m, 9H), 7.15 (s, 
15 1H), 7.07 (d, J = 8.1 Hz, 1H), 6.88 (dd, J = 7.8, 1.5 Hz, 1H), 4.68 (q, J = 72 Hz, 1H), 
4.58 (s, 2H), 2.42-2.38 (m, 2H), 1.99 (t, J = 7.5 Hz, 2H), 1.60-1.51 (m, 5H)o 

mmms (2 9) 

4- (2- ( (2- (^-7^l/>- l— r;v) T-n^y-Ol/) r^y) -4 
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TLC : Rf 0.13 (^HJ-> : lfflfen?-;i/= 2 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.39 (brs, 1H), 8.29 (d, J = 8.7 Hz, 1H), 7.94 (d, 
5 J = 7.8 Hz, 1H), 7.83 (d, J = 7.5 Hz, 1H), 7.62-7.46 (m, 4H), 7.43-7.28 (m, 5H), 
7.06-7.03 (m, 2H), 6.77 (dd, J = 8.4, 2.4 Hz, 1H), 5.01 (s, 2H), 4.70 (q, J = 7.2 Hz, 
1H), 2.36 (m, 2H), 2.01 (t, J = 7.2 Hz, 2H), 1.59 (d, J = 7.2 Hz, 3H), 1.56-1.45 (m, 
2H)o 

10 | WJ8 (30) 

4- (2- ( (2- (±37#i/>- 7*D7iy^;b) T^y) -4 



TLC : Rf 0.15 (^=H*-> : 2:1); 
15 NMR (300 MHz, DMSO-dJ : 9.44 (brs, 1H), 8.26 (brd, J = 8.1 Hz, 1H), 7.93 
(m, 1H), 7.82 (brd, J = 75 Hz, 1H), 7.59-7.45 (m, 4H), 7.40-7.32 (m, 2H), 7.15 (d, J 
= 8.4 Hz, 1H), 7.13-7.08 (m, 2H), 6.98-6.95 (m, 2H), 6.76 (dd, J = 8.4, 2.7 Hz, 1H), 
4.69 (q, J = 6.9 Hz, 1H), 2.45-2.40 (m, 2H), 2.04 (t, J = 75 Hz, 2H), 1.60-152 (m, 




482 



Page: 484 



WO 03/016254 



2H), 1.57 (d, 1 = 6.9 Hz, 3H) 0 

mama o i) 

3- (2- ( (4-*?)l-2- f/l/) 




TLC : Rf 0.54 (^DDt^M/A : J— )l= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.20 (d, J = 8.4 Hz, 1H), 7.88-7.70 (m, 4H), 7.63 (d, 
J = 6.9 Hz, 1H), 7.56-7.40 (m, 3H), 7.30-7.20 (m, 2H), 7.13 (m, 1H), 7.03 (d, J = 7.5 
10 Hz, 1H), 6.97-6.87 (m, 3H), 4.96 (s, 2H), 4.49 (t, J = 7.4 Hz, 1H), 2.41-2.14 (m, 5H), 
2.01 (m, 1H), 1.70 (m, 1H), 1.00 (d, J = 6.6 Hz, 3H), 0.97 (d, J = 6.6 Hz, 3H) „ 

mm s 02) 

4- (2- ( (4-^;i/-2- (±7#vy- 1 ^>^y-f;i/) 
15 T^y) -4- (hr^\;-;i/- 1-w jitf-n) 7x-;i/) 
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TLC : Rf 0.36 (^DD*M : 10:1) ; 

N M R (300 MHz, CDC1 3 ) : 6 8.21 (d, J = 7.2 Hz, 1H), 7.90 (m, 2H), 7.82 (d, J = 
7.8 Hz, 1H), 7.64 (d, J = 7.2 Hz, 1H), 7 .58-7.40 (m, 5H), 6.92 (d, J = 8.1 Hz, 1H), 
6.78 (d, J = 7.8 Hz, 1H), 6.26 (t, J = 2.1 Hz, 1H), 5.25 (s, 2H), 4.55 (t, J = 7.2 Hz, 
5 1H), 2.30 (m, 2H), 2.05-1.80 (m, 3H), 1.68 (m, 2H), 1.28 (m, 2H), 1.01 (d, J = 6.6 
Hz, 3H), 0.96 (d, J = 6.6 Hz, 3H) Q 

mLM8 (3 3) 

4- (2- ( (2- (i-7*]s>- 1—iJl) 7U)\JJ)V) 7$S) -4 
10 -7 *.-)]/7 rc-;i/) 



TLC : Rf 0.29 ('MMt> : »»x?-;i/= 1:1) ; 
NMR (300 MHz, DMSO-d„) : 6 12.05 (s, 1H), 9.54 (s, 1H), 833 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.64 - 7.37 (m, 10H), 7.33 (m, 1H), 7.25 
15 (d, J = 8.1 Hz, 1H), 4.73 (q, J = 6.9 Hz, 1H), 2.45 (m, 2H), 2.05 (t, J = 7.2 Hz, 2H), 
1.62 (d, J = 6.9 Hz, 3H), 1.60 (m, 2H)o 

mmms (34) 

4- (2- ( (2- (±?*i/>- l--<;i/) m/v-pi/) 7$.;) -4 

20 -^>^;VT5.^^?-;b7xr:;i/) 
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T L C : R f 0.60 (ff»x?-;i/) ; 

NMR (300 MHz, DMSO-dJ : 6 11.94 (br s, 1H), 9.51 (s, 1H), 9.00 (t, J = 6.9 Hz, 
1H), 8.29 (d, J = 7.2 Hz, 1H), 7.95-7.80 (m, 4H), 737-7.44 (m, 7H), 7.24 (s, 1H), 
5 7.12-7.05 (m, 2H), 4.68 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 6.9 Hz, 2H), 2.42-237 (ra, 
2H), 2.00 (t, J = 7.2 Hz, 2H), 1.59-1.50 (m, 5H) Q 

^flS0i]8 (3 5) 

4- (2- ( (2- 7*n/-w;i/) T^y) -4 




TLC : Rf 0.50 (MM^7-)l< : : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 6 12.03 (br s, 1H), 9.54 (s, 1H), 8.52 (d, J = 6.9 Hz, 
2H), 831 (d, J = 7.8 Hz, 1H), 7.94 (dd, J = 7.8, 1.5 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 
15 7.61-7.47 (m, 4H), 7.43 (s, 1H), 7.25-7.22 (m, 4H), 5.22 (s, 2H), 4.71 (q, J = 7.2 Hz, 
1H), 2.46-2.44 (m, 2H), 2.03 (t, J = 7.2 Hz, 2H), 1.69-1.51 (m, 5H)o 

mSM8 (3 6) 

4- (2- ( (2- 1-4)1) zrurt;<<)V) -4 
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TLC : Rf 0.22 : |fi»x^^/= 1:1); 

NMR (300 MHz, CD 3 OD) : 8.28 (brd, J = 8.7 Hz, 1H), 7.91 (brd, J = 8.1 Hz, 
5 1H), 7.82 (brd, J = 8.4 Hz, 1H), 7.65 (brd, J = 6.6 Hz, 1H), 7.60-7.47 (m, 4H), 7.29 
(brs, 1H), 7.22 (brt, J = 8.7 Hz, 2H), 7.09 (brs, 2H), 6.90-6.85 (m, 3H), 4.72 (q, J = 
7.2 Hz, 1H), 4.13 (t, J = 6.9 Hz, 2H), 3.02-2.97 (m, 2H), 2.33-2.28 (m, 2H), 1.96- 
1.94 (m, 2H), 1.73 (d, J = 7.2 Hz, 3H), 1.53-1.48 (m, 2H)o 

io mm* o 7) 

4- (2- ( (2- {j-yzvy-i-j )\/) zrunjj)),) t^j) -4 

f^COOH 



TLC : Rf 0.35 (^^^ : ^x^;i/= 1:2); 
15 NMR (300 MHz, DMSO-d e ) : 6 12.04 (s, 1H), 9.50 (s, 1H), 8.30 (d, J = 8.7 Hz, 
1H), 8.15 (dd, J = 5.4, 1.5 Hz, 1H), 7.95 (d, J = 7.8 Hz, 1H), 7.83 (d, J = 7.8 Hz, 1H), 
7.7.-7.67 (m, 1H), 7.61-7.47 (m, 4H), 736 (s, 1H), 7.21-7.14 (m, 2H), 6.99-6.95 (m, 
1H), 6.83 (d, J = 8.4 Hz, 1H), 5.26 (s, 2H), 4.69 (q, J = 7.2 Hz, 1H), 2.44-2.39 (m, 
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2H), 2.02 (t, J = 7.8 Hz, 2H), 1.61-1.53 (m, 5H) 0 

mmm8 os) 

4- (2- ( (2- (i-7*U>- r^y) -4 

r^COOH 



TLC : Rf 0.50 : M^;i/= 1:2); 

NMR (300 MHz, DMSO-4,) : d 12.02 (s, 1H), 9.43 (s, 1H), 8.28 (d, J = 7.5 Hz, 
1H), 7.95-7.92 (m, 1H), 7.82 (d, J = 8.1 Hz, 1H), 7.56-7.45 (m, 4H), 7.18-7.07 (m, 
10 4H), 6.93 (dd, J = 7.8, 1.5 Hz, 1H), 6.67 (d, J = 8.1 Hz, 2H), 6.59 (t, J = 7.2 Hz, 1H), 
4.66 (q, J = 7.2 Hz, 1H), 4.47 (s, 2H), 2.95 (s, 3H), 2.40-2.34 (m, 2H), 2.00 (t, J = 7.5 
Hz, 2H), 1.58-1.51 (m, 5H)o 

mmm8 (39) 

15 4- (2- ( (2- (i-7f>l/>- \-4)V) :7n;W;i/) T^y) -4 
- (N-^W>f;i/-N-^3S>K7^y) 7i^) 

r^COOH 





TLC : Rf 0.35 (^3rtf-> : BM^)l= 1:2); 
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NMR (300 MHz, CDClj) : 6 8.12 (m, 1H), 7.95 - 7.82 (m, 3H), 7.63 - 7.48 (m, 
4H), 7.33 - 7.10 (m, 6H), 6.73 (d, J = 7.8 Hz, 1H), 6.52 (m, 1H), 4.57 (q, J = 7.2 Hz, 
1H), 3.45 (s, 3H), 1.95 - 1.75 (m, 4H), 1.81 (d, J = 7.2 Hz, 3H), 1.20 (m, 2H)» 

5 mmm8 uo) 

3- (2- ( (4-^f;i/-2-7i-M>^;^i/) -4-7 



TLC : Rf 0.71 (^nD^;i/A : ^^y— >l>= 10:1) ; 
10 NMR (300 MHz, CDC1 3 ) : 6 8.16 (s, 1H), 7.51 (d, J = 2.1 Hz, 1H), 7.44-7.20 (m, 
7H), 7.12-6.93 (m, 4H), 6.70 (dd, J = 8.4, 2.7 Hz, 1H), 3.67 (t, J = 7.8 Hz, 1H), 2.65- 
2.45 (m, 4H), 2.09 (m, 1H), 1.79 (m, 1H), 1.52 (m, 1H), 0.93 (d, J = 6.6 Hz, 3H), 
0.92(d,J = 6.6Hz,3H)o 

15 mm 8 (4 n 

4- (2- ( (2- (4-7;^o^-7^i/>- 1 — i )]/) yus^s-iji) 

i^COOH 
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TLC : Rf 0.55 (^dd*;w> : ;i/=9 : 1) ; 

NMR (300 MHz, DMSO-d 6 ) : 8 9.57 (bra, 1H), 8.36 (d, J = 7.2 Hz, 1H), 8.09 (m, 
1H), 7.72-7.62 (m, 2H), 755 (dd, J = 7.8, 5.4 Hz, 1H), 738-7.23 (m, 4H), 7.18 (bra, 
2H), 7.09-6.89 (m, 3H), 5.01 (s, 2H), 4.66 (q, J = 6.6 Hz, 1H), 2.48-2.40 (m, 2H), 
5 2.04-1.99 (m, 2H), 1.59 (d, J = 6.6 Hz, 3H), 1.58-1.53 (m, 2H) 0 

mmms (42) 

4- (2- ( (2-7x-;vrn;v-fji/) T^y) -4-7xy^f 

J1/7I-J1/) 



TLC : Rf 0.56 (^DD*;i/A : *$J— ;i/= 9 : 1) ; 
NMR (300 MHz, DMSO-d 6 ) : 8 9.41 (bra, 1H), 7.41-7.39 (m, 3H), 734-7.23 (m, 
5H), 7.20-7.15 (m, 2H), 6.99-6.96 (m, 2H), 6.92 (m, 1H), 5.01 (s, 2H), 3.90 (q, J = 
7.2 Hz, 1H), 2.43-238 (m, 2H), 2.04 (t, J = 7.2 Hz, 2H), 156-1.48 (m, 2H), 1.41 (d, J 
15 =7.2Hz,3H) 0 

gaKff»J8 (4 3) 

3- (2- ( ( 4 - ^;t/- 2 - 7 ^-fr^y^J -i )V) T^y) -4-7 



10 
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COOH 



o 



o 



TLC : Rf 0.42 : H^^;V= 1:1); 

NMR (300 MHz, CDClj) : 6 8.20 (s, 1H), 7.81 (s, 1H), 7.45-7.09 (m, 9H), 
6.98-6.90 (m, 3H), 4.98 (s, 2H), 3.69 (t, J = 7.7 Hz, 1H), 2.67-2.53 (m, 4H), 2.14 (m, 
5 1H), 1.80 (m, 1H), 155 (m, 1H), 0.95 (d, J = 6.6 Hz, 3H), 0.94 (d, J = 6.6 Hz, 3H)o 

ggffl50!l8 (4 4) 

3- (2- ( (2-7^^;i/^>^y>f;i/) T^y) -4-7i^^f 

;i/7i-;v) t°d^>^ 



TLC : Rf 0.46 (^DD^;i/A : *9J—fy= 10:1) ; 
NMR (300 MHz, CDC1 3 ) : 8 8.23 (s, 1H), 7.83 (s, 1H), 7.45-7.10 (m, 9H), 
6.99-6.90 (m, 3H), 4.99 (s, 2H), 3.60 (t, J = 7.5 Hz, 1H), 2.70-2.54 (m, 4H), 2.25 (m, 
1H), 1.87 (m, 1H), 1.58-1.24 (m, 2H), 0.95 (t, J = 7.5 Hz, 3H)o 

15 

»ff]8 (4 5) 

3- (2- ( (2-7 3ir:;i/7*D7V>r;i/) ~7%J) -4-7x;^f 



10 
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COOH 



o° ° 



T L C : R f 0.41 (^Dn$M : * # 7 — ;t/= 9:1) ; 
NMR (300 MHz, CDC1 3 ) : 6 8.11 (brs, 1H), 7.85 (s, 1H), 7.46-7.24 (m, 7H), 
7.22-7.10 (m, 2H), 6.98-6.90 (m, 3H), 5.00 (s, 2H), 3.81 (q, J = 6.9 Hz, 1H), 2.65- 
5 2.50 (m,4H), 1.64 (d, J = 6.9 Hz, 3H) D 

gafg0>J8 (4 6) 

3- (2- ( (2-7i^w;^;v) T^7) -4-7:n7^>*?-;i/ 
731— ;i/) 7"n;i>® 



TLC : Rf 0.37 (^DD*;VA : *Z J— Jl=9 : 1) ; 
NMR (300 MHz, CDCQ : 6 8.27 (brs, 1H), 7.83 (s, 1H), 7.46-7.23 (m, 7H), 
7.23-7.10 (m, 2H), 7.00-6.90 (m, 3H), 4.99 (s, 2H), 3.49 (t, J = 7.5 Hz, 1H), 2.70- 
2.54 (m, 4H), 2.40-2.22 (m, 1H), 2.00-1.82 (m, 1H), 0.97 (t, J = 7.5 Hz, 3H) » 



^61008 (4 7) 

4- (2- ( (4-^;i/-2- ^yfj-ov) 

7% J) -4-7xy+iX7i-;i/) 7*#>® 



10 
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TLC : Rf 0.43 (^DD*;i/A : — )]/= 10:1) ; 
NMR (300 MHz, DMSO-d,) : 6 9.50 (s, 1H), 837 (d, J = 8.4 Hz, 1H), 7.93 (d, J 
= 8.1 Hz, 1H), 7.80 (d, J = 8.1 Hz, 1H), 7.64-731 (m, 6H), 7.17-6.92 (m, 5H), 6.76 
5 (dd, J = 8.1, 2.4 Hz, 1H), 4.68 (m, 1H), 2.46-232 (m, 2H), 2.08 (m, 1H), 1.96 (t, J = 
73 Hz, 2H), 1.68-1.41 (m, 4H), 1.02 (d, J = 63 Hz, 3H), 0.89 (d, J = 63 Hz, 3H)„ 

mmsms (4 8) 

4- (2- ( (4-^Wl/-2-7:c-;i/^>*y^;i/) r*/) -4-7 
io i;^>>7i-;v) 7^>^ 




TLC : Rf 0.43 (^DD^M : J— ;U= 10:1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.40 (s, 1H), 7.40-7.04 (m, 10H), 6.98-6.62 (m, 
2H), 6.74 (dd, J = 8.4, 2.7 Hz, 1H), 3.88 (m, 1H), 2.42 (t, J = 7.8 Hz, 2H), 2.07 (t, J = 
15 7.2 Hz, 2H), 1.94 (m, 1H), 1.60-135 (m, 4H), 0.91 (d, J = 6.3 Hz, 3H), 0.87 (d, J = 
63 Hz, 3H) 0 
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mums (4 9) 

4- (2- ( (2-7i^l/7D/V^f;i/) TKS) -4-7i^7U 



5 TLC : Rf 0.53 (^aptf-> : B^x^;i/= 1:3); 

N MR (300 MHz, DMSO-cO : d 12.02 (bra, 1H), 9.34 (s, 1H), 7.42 - 7.18 (m, 6H), 
7.09 (m, 2H), 7.00 (m, 2H), 6.56 - 6.44 (m, 3H), 6.17 (t, J = 5.7 Hz, 1H), 4.16 (d, J = 
5.7 Hz, 2H), 3.87 (q, J = 6.9 Hz, 1H), 235 (m, 2H), 2.0 1 (t, J = 7.2 Hz, 2H), 1.50 (m, 
2H), 1.40 (d, J = 6.9 Hz, 3H)o 

10 

mmms (5 o) 

4- (2- ( (2-7x^70;^^^) -4— ^W-f/l/y$ 



15 TLC : Rf 0.27 (^Ify :Bix^|/=l : 3) ; 

N MR (300 MHz, DMSO-dj) : 6 12.02 (bra, 1H), 9.36 (s, 1H> 9.01 (t, J = 6.0 Hz, 
1H), 7.90 - 7.84 (m, 2H), 7.56 - 7.36 (m, 5H), 7.34 - 7.18 (m, 4H), 7.13 - 7.03 (m, 
2H), 4.40 (d, J = 6.0 Hz, 2H), 3.87 (q, J = 72 Hz, 1H), 236 (m, 2H), 2.01 (t, J = 7.5 
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Hz, 2H), 1.50 (m, 2H), 1.40 (d, J = 7.2 Hz, 3H)» 
m^J8 (5 1) 

4- (2- ( (2- (4-7;i/^-n^-7^i/>- l — yunj4)V) 




TLC : Rf 0.51 (#UU*)]/& : ;i/=9 : 1) ; 

N MR (300 MHz, DMSO-dJ : 6 9.52 (brs, 1H), 9.01 (m, 1H), 834 (m, 1H), 8.08 
(m, 1H), 7.88-7.84 (m, 2H), 7.68-7.61 (m, 2H), 7.56-7.44 (m, 4H), 7.28 (dd, J = 10.8, 
10 7.8 Hz, 1H), 7.21 (brs, 1H), 7.13-7.06 (m, 2H), 4.63 (q, J = 6.9 Hz, 1H), 4.39 (d, J = 
5.7 Hz, 2H), 2.43-2.38 (m, 2H), 2.04-1.93 (m, 2H), 1.57 (d, J = 6.9 Hz, 3H), 1.53- 
1.49 (m, 2H) 0 



8 (52) 



15 4- (2- ( (2- (^-7^L/>- 1— Ol/) 7-D/V-f;i/) T%J) -4 



COOH 




T L C : R f 0.31 : Ifflfcc.?-;^ 1:3); 
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N M R (300 MHz, DMSO-dJ : 6 12.03 (s, 1H), 9.45 (s, 1H), 8.31 (d, J = 8.1 Hz, 
IK), 8.11 (t, J = 6.3 Hz, 1H), 7.95 (m, 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.80 - 7.74 (m, 
2H), 7.63 - 7.47 (ra, 7H), 7.20 (d, J = 1.5 Hz, 1H), 7.05 (d, J = 7.8 Hz, 1H), 6.95 (dd, 
J = 7.8, 1.5 Hz, 1H), 4.69 (q, J = 6.9 Hz, IK), 3.89 (d, J = 6.3 Hz, 2H), 2.37 (m, 2H), 
5 1.99 (t, J = 15 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.52 (m, 2H) 0 

mmms (53) 

4- (2- ( (2- (±y*i/>- 1 — r^) ^d/w^) ^^y) -4 



TLC : Rf 0.21 (gj^n^) ; 

N M R (300 MHz, DMSO-d,) : 6 12.06 (s, 1H), 9.62 (s, 1H), 8.99 (t, J = 6.0 Hz, 
1H), 8.32 (d, J = 8.1 Hz, IK), 7.95 (m, IK), 7.84 (d, J = 8.1 Hz, IK), 7.79 (d, J = 1.8 
Hz, 1H), 7.67 (dd, J = 7.8, 1.8 Hz, 1H), 7.63 - 7.47 (m, 4 H), 7.35 - 7.18 (m, 6H), 
15 4.71 (q, J = 6.9 Hz, IK), 4.44 (d, J = 6.0 Hz, 2H), 2.46 (m, 2H), 2.02 (t, J = 7.5 Hz, 
2H), 1.61 (d, J = 6.9 Hz, 3H), 1.57 (m, 2H) 0 

maims (54) 

4- (2- ( (2- (^-7^i^>- l--r;i/) :/d;w;i/) -4 
20 -7irjl/AjW^;|/7i-A) 7$yW. 



10 
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TLC : Rf 0.32 (Slxf;i/) ; 

N M R (300 MHz, DMSO-d,) : 6 12.07 (s, 1H), 10.19 (s, 1H), 9.66 (s, 1H), 8.33 
(d, J = 8.1 Hz, 1H), 7.96 (d, J = 8.1 Hz, 1H), 7.88 - 7.82 (m, 2H), 7.77 - 7.70 (m, 3H), 
5 7.64 - 7.48 (m, 4H), 7.37 - 7.28 (m, 3H), 7.08 (m, 1H), 4.73 (q, J = 6.9 Hz, 1H), 2.50 
(m, 2H), 2.04 (t, J = 7.5 Hz, 2H), 1.62 (d, J = 6.9 Hz, 3H), 1.59 (m, 2H)o 

mMM8 (5 5) 

4- (2- ( (2- (^-7^i/>- 1— rn;w;i/) -4 



TLC : Rf 0.29 {^*V> : ffi|xf;i/= 1:2); 
NMR (300 MHz, DMSO-dJ : 12.04 (s, 1H), 9.49 (s, 1H), 8.31 (d, J = 8.1 Hz, 
1H), 7.95 (m, 1H), 7.83 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.38 - 7.24 (m, 6H), 
15 7.17 - 7.06 (m, 2H), 4.69 (q, J = 6.9 Hz, 1H), 4.49 (s, 2H), 4.45 (s, 2H), 2.43 (m, 2H), 
2.02 (t, J = 15 Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H)„ 

Hffiff]8 (5 6) 

4- (2- ( (2- (±7*l/>-l— t)l) zrunj^)M) -4 
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r^COOH 



OujCulO 




TLC : Rf 0.67 (^DD*M : — ;i/=4 : 1) ; 
NMR (300 MHz, DMSO-dJ : 6 9.54 (s, 1H), 832 (d, J = 8.1 Hz, 1H), 7.95 (m, 
5 1H), 7.84 (d, J = 8.1 Hz, 1H), 7.62 - 7.46 (m, 4H), 7.42 - 7.28 (m, 6H), 7.16 (m, 2H), 
4.72 (q, J = 6.9 Hz, 1H), 3.87 (bs, 2H), 3.82 (bs, 2H), 2.43 (m, 2H), 2.03 (t, J = 7.5 
Hz, 2H), 1.60 (d, J = 6.9 Hz, 3H), 1.56 (m, 2H) Q 

mmms (57) 

10 4- (2- ( (2- (4-7)iJtu±7$]sy- 7"n/V-r;i/) 
T^y) -4-7 i^i/T- $ y y ^7 ^ - 7$ym 

r^COOH 



TLC : Rf 0.26 (^DnWA : y^7-;i/=9 : 1) ; 
NMR (300 MHz, DMSO-d 4 ) : 6 9.51 (brs, 1H), 8.35 (m, 1H), 8.09 (m, IK), 
15 7.69-7.61 (m, 2H), 7.54 (dd, J = 7.8, 6.0 Hz, 1H), 7.34-7.27 (m, 2H), 7.10 (s, 2H), 
7.00 (dd, J = 8.4, 7.5 Hz, 2H), 632-6.44 (m, 3H), 6.17 (t, J = 7.2 Hz, IK), 4.64 (q, J 
= 7.2 Hz, 1H), 4.16 (d, J = 6.0 Hz, 2H), 2.43-2.35 (m, 2H), 2.01-1.96 (m, 2H), 1.58 
(d, J = 72 Hz, 3H), 1.55-1.50 (m, 2H)o 
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mmma (5 8) 

4- (2- ( (2- (i-7<$?u>- yurtjjn,) ~r\;) -4 



COOH 



5 




TLC : Rf 0.17 (^DD^;i/A : ^c^y— ;i/=9 : 1) ; 
N MR (300 MHz, CDC1 3 ) : 6 8.14 (d, J = 7.5 Hz, 1H), 8.05 (brs, 1H), 7.92 (m, 1H), 
7.86 (d, J = 7.8 Hz, 1H), 7.66-7.50 (m, 6H), 7.25 (brs, 1H), 7.06-6.97 (m, 4H),5.04 (s, 
2H), 4.59 (q, J = 6.9 Hz, 1H),1.97-1.89 (m, 4H), 1.83 (d, J = 6.9 Hz, 3H),1.30-1.21 
10 (m, 2H)o 



mMM8 (5 9) 

4- (2- ( (2- (^>^^-7^>-3— HI) TurtJ^)^ 



COOH 



15 




TLC : Rf 0.51 (^DD*M : ;i/= 9 : 1) ; 

NMR (300MHz,DMSO-d s ) : <S 9.51 (s, 1H), 8.01-7.96 (m, 2H), 7.58 (s, 1H), 

7.43-734 (m, 2H), 730 (s, 1H), 7.11 (s, 2H), 7.02 (t, J = 7.8 Hz, 2H), 6.57-6.49 (m, 
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